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1 1 

5* (I) : 




(i) 



r 2 &±tJc«. ^n^A thW, i 



->#;v^-;K ttti*tbtv>tUv>III7;v^JVf-t, t»tttv^Uv^ 
T->;v f3ftitfLtv>"CU^75A sm*£*L-cv>T& iv^;vA^f;K « 

tttv>-c U v>7'J - ^ ttMtLWiiv>7V-;v > em 

tUv«7;^;k em»*^rL-c^^^ i^f»7;H-;v^ ttJlS^ttt^-c 

75 7, tff^f LtV^TUv^7'J-JV> g!fe2k*^rL-CV»T*> J: V* T U - JU * * ~> 

7;V^;v. m^Ltv^Uv«7;V3^y, tIS^Ltv^Uv^75y 
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X i {± _ 0 - N -s-, -NR n - (ti-eR u ii**, fJft^*Ltv>TUv^ 

iV^-;H/;(«i*t Ltv^ Uv^7'J - i^jv^-jvt^l,) , -CRj R C 
_ ( C R 12 R 13 ) mO-, - (CR 12 R 13 ) (CR 12 R 13 ) m- 

(Z.^XR 12 & J;r>'R 13 ti#^^L--C7X*^ fcttlftjRT^^^*^* ^ > m(i 1 ~ 3 

f™^"*-0-, -S-. -SO-, -SO,-. - CE »-CR»- ( £ «R» 

$5 xz/R 27 n&*mM.i>x7mt ifenteJRTJu^^t?*)*) . — n r — (---^r « 

«T;V*;VT«&£) $^i±-COCR 24 R 25 - (i^-t:-R 24 ^J:^R 25 l±^^®a:b-C 
X 3 tiCOOR 17 , C ( — N R 17 ) NR 18 OR 1£ \ 

[ft 2] 

N 





-N ^=N 



dU R 6 t±R 14 h*^p^i-^JK^-h-«^^o-cm^^LT^ X <> R 6 {±R 9 J3i 
tfR 10 fc fc^jR^fc—ilt Kfco-CSSfcMSL-Cfc J: < , R 6 S* R 9 

lt^iet-iC4oti«|LtU^ R6 t ±R 15 i3J:^R 16 i:*^P«i- 
^»t-iWotf«UU<> R 6 « R 24 fc*«^£R«lI^- 
ti:SotSWUU<, R 9 liE 16 ^li:^t^«UU<> R 9 l± 
R 10 t-fi:^cTf^LT^J;<, R 3 (iR 25 J:-ii:^or^«LtU 
< R 9 i5i^R I0 liR 15 t*(:ift^^»^-t(' f ^«iIUU < , 
r io, 4r ib £-ftK%oXm&*J&J&LX i < > R 10 l±R 15 S^*®^ 

•c^^tL&^iSr MIL, R^^tMT^^^^R^^^R'^l^D^^o 
X 1 *«-0--e*4 . R 1 ^^tttt 7J^^oX 2 #-Clfe-^^ > 

[11**1 2 ] 
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5 ] 

[Iff 6 ] 

R\ R\ R 7 43 i^R^i^S-^^j/lLTTK*, ^nyy, lli^tlTV^Uv^t 

tU R 6 (iR u i:*l:ilit^)lf i-ii:^ottWUU<, R 6 {2R 9 JsJ; 
tfR 10 fc^i-Bl^i-S^m^-t-St t^ot^WLt^) J: <> R 6 JA R 9 «« 
it^RWt-gC^oti^MLTU < , R 6 fiR 15 £ i^R 16 fc*t:ift 

fu R 9 isJ;ii f R 10 {±R 6 C^otltfllt^ i < > 

R 9 fi R 6 fc#tift§RfI?i:-M C^oTi^lU £ i < . R 9 f±R 16 ^-*i 
t:^otg^MUU < , R 9 «R 10 h-iC^otfWLTi i <, R 9 S±R 

25 t^c^ot^^fiitu < , r 9 £ xz/R ld nR 15 t&Km&'f&Rmm^ 

R 1 0 (A R 1 5 i: * niff & JStStm?- 1 —If % o Tt^IS LtUv\ It^iJ 1 IfiftO 

ft-g^ ^ <r> WM -tit # $ & m i 7t \* t ft h <d mmm% o 
WmM. 8 ] 

-c&s) fyii±cH 2 coT-^^>. w^ifsm^^©, ^com^-t^^tL^mi^ 
mmM 9 1 

x 3 ^coor 17 (- ^R 17 m^m^tzm^mr^^^^^^) m^miwM 
(o it^m , <^ ^±i^# £ & m £ a % ft h <d m o 
m^m i o i 

tftS*tLtv^Uv>®I7i^;Hfcttt»f ttv>tUvMI»7;v3^ry 
R 2 ^7X*. ^ny>, tiMtLtv^Uv>tt7;i/^JV LTfi. ah 

X vM&^T ;v n^y) * t± T V - frf- *~?$> 15 „ 

R 3 $$ £Z?R 4 tf&*&$.^r, tK«. fi»7;v^JVi/;litH*fLtv^Uv>7'J 
r 5 . R\ R 7 :fc£<7R 8 f±#*$^LT, tK*. Any>, IKS^fUtv^T^ iW& 
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R 9 #4tFR 10 ^#*#u£L-OK*. ^n^>, v7A IttTiV + ^J^tifilTi^ 

XM±0, S. NHifcliCHaCO-e*^ 
X 3 liCOOR 17 , C (=NR 17 ) NR 18 OR 15 \ 
lit 3} 



If 



N 



jiu R 6 &4R 14 fc^rKR&i-aJSC^fc— It C^oTf^MLT^ J: < , R 6 tiR 9 isi 

x/R 10 t^Kmm-t^^mm^-t~mK^oxn^mLxi> x < , r 6 « r 9 ^#« 

it^»t-ifi:^«MUU(, R 5 (±R 15 i3J;^R 16 fc*K»ft-T 
§MMi : -i-ft^^^Wl-CU<, R 6 t± R 24 ^*^P«i-^^«?-^ 
ii:^t|«UU(, R 9 i±R 16 t-*fK£oT$fM^7m}&LT*> 4 <> R 9 i4 
R^t-tt^oTfWL-CU < , R 9 f4R 25 i-«C^ot^WUU 

< , r 9 & x zr r 1 0 \± r 1 5 fc * i- mm-r wmm^ t-ii:^ott«uu<, 

R io }±R i5 j:-^{:^ot^WUU<, R 10 {±R 15 t*^F^-r^«HTi: 

X«#*fr6\ -0-, -SO-. -S0 2 -tfcli-CR 26 = CR 27 - (££-CR 28 *J: 
^R 27 (i^-^^2lLT7K*t fct±<£jRT^ J ¥>U'C*S) , i*Sl~10^)^f 

m^m 12] 

X 2 3&*-CR 1B R 16 - (^-T:-R 15 ti7K«t^i±{g:MT;V^;Vtrab^> R 16 J4 R 9 i-fi£ 
^Tg^«iUv^, t ^{4R 16 (4R 9 j3 4rj*R 15 i4R 10 fc#*--li C4o^# 

*l & m £ & 4 * tt e> © w d w o 
[at^ts 1 3 ] 

x 2 ^-nr 14 - (^i-eR 14 i47jc*. i&mr^^K 7->;k ftftT^;^^*-^ 

££:i4R 14 l4R 6 fc*i:iSt^^t-t[:^o-C^«ttv^) % -CR 15 R 16 
- U£-c?R 15 43 4tFR 16 t4R 6 ^CiStSR^^-iff i:§otfMLtV> 

R 9 i34^R 10 f4R 15 ^^Slt^lH^^l^i^i^MLtU < , 
t tz (4. R 1 5 14 R 1 0 * P«-T £ JkSIJKT- fc -« ft o R 1 6 (4 R 9 t - 

iKftot»^*UV>4) ^:l±-COCR 24 R 25 - (- -~CR 24 &±R 6 

»f £ statist fc * ^ xm. r 2 5 « r 9 1 -*& ^ * 0 T ^ L T v ' 

[»*3S 1 4 ] 

**~;K iiMtltv^Uv>tt7^^r^f IKS^f Ltv>tU^7y^ 
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tLtv^r^ iv^fnfsif* »9> 

XM±-0-, -S-, - (CR 12 R 13 ) mO-tfzit- (CR 12 R 13 ) mS- 
R 12 £J;^R 13 }±#*$I:£LT7jc*£ *:li«T ;v*;VTr& «9 , mii 1 ~3<£>g$rC*& 

) t?&>9> 

R 9 J±R 16 t— ^H^oT^^r^LT^I?, 
R 10 (47K*t7^i±^n^>-e^ *K 

XMi-O-. -S-. - (CR 12 R 13 ) mO-S/:B- (CR 12 R 13 ) m S - 
R^^i^R^ii^^^LTTfC^^^tiMT^^r^-e*^, mi±l~30Si:) 

*9 

x 2 «-cr 15 r 16 - (^i-eR 15 (±7X*t^«»T;v^r;v-e*i9. R 16 «R 9 t — ff^ 
X 3 7i § COOR 17 (^^trR 17 (i7K*t^«4»T;v^^-e*^>) Bi*illgB« 
[If *H 16] 

R 9 is itFR 10 ^#^a2:L-C7X*-e* 19. 

X M±-0-, -S-, - (CR 12 R 13 ) mO-tf:tt- (CR 12 R 13 ) mS- 

R 12 is i^R 13 {i#^«3:LT7K*S /itii&^T;v^;v-cr* *K ml± 1 ~ 3 tf>SS»re*S 

) -cab^ 

X 2 l±i|M£-£3: fctt-CR 15 R 16 - (i-'eR 15 i3J:a f R 16 {±#^^2:LT7jc*^/c^'fa 
i7;^;vt^>4) t?&<9> 

[If 1 7 ] 

R 9 is J; R 1 0 * &3L L T tK* t? * 19 > 

XMi-0-. -S--?*!K _ 
X 2 ^-NR 14 - (---CR 14 tiR 6 fc^tilBSJ-rsJK^fc-ilS i:^Tl«Ltv^ 
) -CR 15 R 16 - (i^-CR 15 *J:tJ , R lfl i±R 6 fc*tw»»-raife*S ; 5 1 fc-«^*o 

T**»J«L-CV»*) , J/:li-COCR 24 R 25 - (£ itR 24 (±R 6 t*CB»t*ft 
^ J1? . i: _| t ^^ 0 - c ^^^^oR 25 ^R 9 i:-|fir^oT|t^*«LTv^) -e& 

X 3 JiCOOR 17 (^i-eR 17 t±7jc*^^(i^:mT;v^^-eab^) "C**. S»**I 1 sBflR 
-C- <0 %m± $ & % £ l± *t <£> «jfltf P % o 
[»*fi 1 8 ] 

r 9 «r 16 t— »:^ot|^MtrJ5 19. 
XM±-0-> -S-T**K 

ft^R 16 ii:R 9 t-«(:4ot^»SLtv^, f fctt R 9 £ J: ^R 10 tt R 15 
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[ft 1 9 ] 

xMi-0-> -s--e**K 

X 2 ««^-t/it±-CR 15 R 15 - (^C-eR^^i^R^ti^^^LTTK^f fcttte 

X 3 ^COOR 17 (^-trR 17 ti7lc*t fcliftiftT^^**) t?*S, Wf*3C 1 bB« 
<Dfo&® ^ CO »I± ft®- Z ft. fib % o 

[m^M 2 0] 

[If 2 1 ] 

it*3ii~i 9<7)v^tL^^ia«co^tf, ^^iMS^^st^^ft^^^^i 
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[•««] mm* , 

[0 0 0 1 ] 

[=**&«] 

[0 0 0 2 ] 

mmnmMx & & ^ * ^ v y - a * $?jg $ * a ^ ^ 4- * -> v - a 411 a , iBK-ft w 
M & jiffi H ^-e * * fc # x. h fir o * <?) * * * v- v - a limn £ x o t v£14^ 

[0 0 0 3 ] 

Lm» iHic^tiiPPARfl, p p A R (5 (pp ARp tm-£ti&zti>&& 

) ioi^P PARy ©3l^t'/^ / f ^C^I^^TV^o 
[0 0 0 4] 

^rn-f m*rLi^«^S'tt^tP P AR LTv^nrtlttfe^^tLTv^ 

o 

[0 0 0 5 ] 

-f y * U > ffijftl&SfcilSlJ -C*4f7 ^ 'J v y v * > ttPPARyOV 

tfrh, ppAR r r^f nmmm, mmm.m, mm^^mm t Lx<Dmmmw 

[0 0 0 6 ] , , 

p p a r a zmwmmmmm canfts ^/:hr/xyx^7^^^»)i:<v> 

- t^^^tLT^ 0 „ PPAR5 7^-^M±M^ il^lC^^ll^tf ^ 
e,*irv>4o §y:PPAR57^Mi» ffflti^, f£#> 

[0 0 0 7] +ct+ ^ 
£*lfe£>£n.E<J: *K PPAR73'-^M±iSMS, %>Sc#i> ftJfoJS, >f V >»5L 
tt. JJBSt, M®^. 7fn-Att||«ll;, MUE^ v>Kn-AX, U&e. 7VK 

, ffflti^£> ?^ 7;v^^W"7-i^ /-s-^yyy^ /"c-feK^JXtffi 
[0 0 0 8] 

{fttfXftjt 1 £> J: y'l^Jt 2i:ttPPAR7rf-Xf ffi^Zm-tZM* <Dft&Wffl7fi 
y ^ -9- y- ii?7xy^ ySt, y * - ^ ^ *ffcB* t \± ~7 x - ;v 7 ^ y 

*3&liHb^l&fcJfcR"*"* fc, -f v ^ t v - jH^tM^tti^^I^ 4 c i/c> pp 

AR^itf (Sfctt) PPAR 7 7^hittl«tB?^v>4i»PPARJ7^- 

l± a f ii 7 7 X h fiHii" h T- 9 ZtlX&b-f, PPART^h 
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[ 0 0 0 9] 

#fp » 3 k t± v # -9- v - Mt^-t^ia*; $ fir ^ & *&mifr£m t & t 

N ^ V^tV-;V±©lft*Ott^#^l f ^o FXR NRlH4f#^'J 

r r ^ h Mt£ icov*T S4|fi« ?iitv>^^ 
[0 0 10] 

[0011] 

#fp» 5 is 4 6 ic.(± N frv- Mt^% , * * -9- y - ;Wfc£^ is 4 tr>f 5 ^ v- ;v 
ik&mtf? far st rf^x h jgtt*;rrs i t *«ia«$ tLTv^^\ >r y^t^Mli 

[0 0 12] 

fft#:7 > * =f- * h m mm £ fir v> & # N PPART^b fiHt 

[0 0 13] 

[0 0 14] 

[WW^Cm. 1 1 SIS*3HW#W0 9 9/ 1 1 2 5 5 yVy Y 

imWXIk 2 ] SRM3fH#W 099/58510 >7V'7 h 

[#It^CK3 ] H^F^^WO 0 3/ 1 5 7 7 1 >7l/-; b 

[#it»4] iicffltifffli^ifo 5 5 8 0 6 2^mmm 

mfFXM 5 1 HI^<&W*W0 0 1/0 0 6 0 3 >7\«v Y 
mWFXWl 6 ] Mfe&m&WO 0 2/ 1 4 2 9 1 ^ yyuy y 
[#It» 7 ] IMiWO 0 6 3 6 

[#lt» 8 ] S^gSfgWO 0 3/0 8 4 9 1 6^^71/f f 
[^$g££]|R 1 1 # b ^ 7 s / *> T"^ ^ 5 7, f 'J - (Current Medicinal Chemis 
try) , 2 0 0 3^ ilOi, ^2 6 7 - 2 8 01 

mmtm®: l 4 ? t ■*■ & urn] 

[0 0 15] 

[HS«:«fftt * 
[0 0 16] 

^#^0#S*, J0LTO«tLfcP P AR7^ f^l«9Lf:o 
L ft^W, ■BrttfO'ffr&W tJtfLT, P P A R te^ffitt*'^: £ < 5jc# £ tt£ .r t £ 

[0 0 17] 

(i)^:(i) : 
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Uhi] 



R 3 v .R 4 




// \\ x1 





(0 



fIl^tLtv^ i fcJ:v«7;V^;^^*-^t^y> ■R&&£*"Lt: 

R 2 ti7}c ^^ ^n^v, U'o^a tttMf LT^T^ iv>1&!!7;i^K til* 
f Ltv>tUv«7JV3^-A #;v*^>, tti^Ltv^UvM«7;vn3f 

^^^■LTV^T^ iv>?-*#;W^-f;K tt***Ltv>t Uv^iV^^^^*^ 
5^v#;v^;k ttMtL-cv>tUv^t7;v^^;v*-^t i f>'> 

R 3 ^ i^RMi^^^jtU-C, 7X«, ^o7>, ttMLtv^UV«7;v + JV 

R 5 R\ R 7 i3J:^R 8 ti^^®S:L-r7K*. U'n^y, t^S^tLcv^ 

tUv«t;v^;k tll^tLtv^^ ivMfi;$t7;K7-~;K Iftl^tttv^ 
Uv>tt7J^-^K tlMtLtv^Tfe ivM&^tr;v=i^~>, i^tLt^t 

R^i^R^^^-^^ALLTTjc*. ^ny>, ->7A » 
XM±-0-, -S-, -NR 11 - (iitR n tt*, 
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/difM^f Ltv>t & iv>T U - )VX)V*=.)VX&2>) „ -CR 12 R 13 C 
_ (CR 12 R 13 ) mO-. - (CR 12 R 13 ) mS-t/;ii-0 (CR 12 R 13 ) m- 

zxr 12 & xn*R 13 i±&*m&Lxfrm£fcte&B.7 fr* frx$> >9, mi± l ~ 3 <vm. 

X 2 te«f^ -0-, -S-> -SO-, -SO2-, -CR 26 = CR 27 - (-tR 26 
& J;O f R 27 {±#^^3LLT7KKt tztet&MiTfr*)!' , — N R 14 — (ZZXR^li 

, -CR 15 R 16 - (i - X R 15 £s i 0* R 16 LTTfcSt^ T^ti 

®»7;V^;VT^^) i/;^-COCR 24 R 25 - (^^^R 24 *5J:^R 25 (±#^»L-C 

X 3 liCOOR 17 , C ONR 17 ) NR 18 OR 19 . 
[ft 2] 



( i i x R 1 7 ~ R 1 9 »2: LTtK* * «»7jv *;i/-e& & ) 19 , 
fiU R 6 liR u t^Ii 1 t-it:4oTf Wit U < , R 6 (±R 9 isJ; 

tfR 10 fc^tcP^i-^R^JET-^-^ C^ott^fiLtf) J: < . R 6 (± R 9 t&WM 
ft-i»«i 1 t-tH!5:otfMLt^j:<, R 6 f± R 15 * i ^R 16 1 
^MMH^-lt i:&ctiiMLT«i £ < , R 6 t± R 24 ««liH-£j*«m : ?-fc- 
i(:^ottMLTU<, R 9 !iR 16 h-«i:^-9ti^?;«LTU<> R 9 « 
R 10 J:-fC*o-Cf^MLtU <, R 9 ^R 25 t-lC^otg^fiLTU 
< , R 9 £5 £TfR 10 ttR 15 t&lzm&1r&Rmi%=?-£--1fcK%vX%t*J&tfuVXi> X <, 
R 10 liR 15 i-ii:4ot^«LtU <, R 10 tiR 15 fc^^BSJ-tS^SRS^fc 

-C^SftStt^ (fiU R'MMTJV^JV^oR^itFR'^t^n^^ 
X 1 t5 s - 0 - X & & it^m > R 1 3&^«SH&j8t T ;v * ;v o X 2 j&* - C H 2 - X £> & it^, 

^ri-Lb (Damnum, 

(2) R»^D^>, ItMtbtV^^ -fcvM&RT^J'K em^^^L-CV^T^ 

, -I- co®^±if^ $ ft* 1M.£ »± ft ib ©iMStftillK 

(3) R 2 #\ ;Nny^, fIi^tLtv^Uv^ftt7;K^> W^f Ltv>T 

v>f»7;vn^y, tM^tL"Cv^TU^7y;K liMt Lt^tUv^^ 

(4) R 2 ^7jc*, ^u^y, mmM^VX^X^ £^&m7fr*rfr, Ili^tLT 

4iv^ftiR7)l/3 + '>, EM^f Ltv^t^ i^7y;K HfeS*tUv>"CUv>* 
)Wt*>f JK S^ft^^LTV^T^ iv^7'J -iH/:tttIi«Lt^tUv^7'J - 

)]s^*x$>&, (1) |B*o<b^> ^^«±It#$^^» + fiS^i±^^^^v#Mt/, 
7'j-m*, (1) iBttoft-^, -eosias-tamsfta&s fctt*ft&<&»flt*nto 
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v T ;v * ;v 4 »± £ * L r v » f 4 i v mm. T n> 3 * v "C * 5 , 

ffiU R 6 tiR 14 J:±t:|gt4I?-J:-^i:^otfWL-C^ J: <, R b i±R 9 £J: 

©-r^R^mT-t-^f^^oTm^^tT^ J; R 6 liR 15 &J:^R 16 ^^PIPS^ 
^II?t-ii:4oti«IUU<, R 6 i± R 24 fc*«^&RMCT-£:- 

(7) R 9 io j:^R 10 ^#^^3zlL-C7j^, /nu^V, vTy, iWtLtv^U 
v^ffT ;v * ;v £ fz lift* ^tLtv^tU vM&IS TJV^^yt^*), 

tU R 9 js J:l/R 10 t±R 6 t*^PM1-*R«iK : f-t-^^ ; fc^'Cit*5FMLT^ J: < , 
R 9 (± R 6 fc^twBffi-r^jKSRlR^fc-*! i:*otiWLt >t> J: < , R 9 t±R 16 t-lf 
|:^otg^WUU<, R 9 f2R 10 t~ft^&oTm«J&LT*> i<. R 9 i±R 
25 fc-«C^otg^e^LtU <> R 9 i3j:y ? R 10 t±R 15 fc^^iSt^l*^ 
t-i(:^otfWUU<> R 10 «R 15 i:-ii:%ot^tMLU J; < > 
R 10 tiR 15 i:*t:ift^R»^it(:^ottMLTi iv\ (1) g5«ojb 

(8) X^O S. N R 1 1 (iitR n li*fl fclif»^tLtv^^ iv«7 

ifcl4CH 2 C0^4, (1) IB*®^*. -?-tf>iygS±i^$ *L*tf[ 

(9) X 3 fCOOR 17 (ZZ.X*R 17 lt7km* /:liftt7^^^t*^) (1) 

IB* <£> ffc^ ^ * <£> syg_t $tL*fflt^(±^-tLibo «fn% > 

R 2 ^7klt, Aoyy, SIMIiLtv^Uv>fit7;v^;i' (fiitlta, 

) ' Tivn^y^jV^iK 7->;v, #;w^^;k tttMtltv^tUv>7'J-;v 
R 3 joJ;^R 4 ^^a3ZLT, 7jc*. »7;V + ;vtf:(it«^tLtv^Uv^7'J 

R 9 J3 i (TR 10 ^#*^3:L-C7kl^ ^n^>. -/7A fi»7JV^;H^a»7^3 

XMiCK S. NHtfctiCHaCOT'^ 19. 
X 3 t±COOR 17 , C ( = NR 17 ) NR 18 OR 19 , 
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T 



R 17 




IIU R 6 «R 14 ^*^PM-r^H?-t-|f C^otfMLt^ £ < , R 6 (±R 9 ^J: 
J/R 10 fc* Cltt ^ t -If t: * o 1 1 U < , R 6 i± R 9 fc*« 
it^OT^t^i^^ttMLtU <, R 6 i±R 15 i3J;^R 16 ^*HP«-r 
^»g?J:-|«orWiUU<, R 6 « R 24 fc SjSSRlK^fc - 

R 10 t-*f C^ot^MLtl) ± <, R 9 (A R 25 fc-Hf l^oW^ML-C £ «£ 
< , R 9 i IKR 10 i± R 1 5 t*CKt^^Wt-ii:^otMMLtU<, 

R io !iR l5 t-ii:^oti^wuu <. r 10 i±r 15 tjtKfm-F&vzmm^-t 

(1 1) X 2 «fe^ -0-. -SO-, -S0 2 -l/;tt-CR 26 = CR 27 - (-^* 
R 26 i3j;^R 27 (i#^^3i:LT7X«t^i±fi^T^dr;V-e^-S) . T~&&, (1) ~ (1 

o) o^-ftifr^mm^k&yd, zmmmtft^tL&m.* tzte*tit><Dmmmm 0 

(12) x 2 t^-CR 15 R 16 - (-^R 15 fi7jt*S ^{±i£jKT;v^;ve2b«5, R 16 i±R 9 
t-iC^ct^MLtv^, SfcttR 16 tiR 9 j3£tfR 15 liR 10 fc#*-*t&-;fc 
ot^tKLtv^) -eab^, (l) ~ do) o^irftfrKnm<7)ik&m, t^Wk 

(13) X 2 t5 s -NR 14 - (i--eR 14 ii7X^> f»7JV^;K 7v^, faB-T^*^* 
fr*~A>t 7^«R 14 «R 6 ^t:iit^g^t-It:^o«fiLtv^) . -C 
R i5 R i6_ ( >. --cR^J^R^fiR 6 fc*i:i«t^^»t-i(:^oTf^i 

R 9 h-|f^>feoTM^^«LTV^) |f;t±-COCR 24 R 25 - (ClitR 24 i±R 6 i: 
* n gsgs-f & R&M^ —St * o T 3ft * M ^oR 25 liR 9 t-|i:^T^W 
Ltv^) TNfcfc, (1) ~ (10) OV*i*tL^t-|B«0'fb^, ^©lli^^^U 
m £ tz li •€■ tL <b co vMf D 4& , 

(14) R^^n-fy, tKn^fy, Ltv>t i> i v^ftlTJ^JK S1« 
^tLtv>t^ ivW)V^-;v, tWtLtv^t^ iv^r/i'^-^ fitfeU 

Ltv^Uv>7'J-JV7;jv*-;vt^y> tIS^tLtv^U^7'J-K * 
r 9 is x rf R 1 0 &&*m±L LT7jC»T'2b 19 , 

x i a _0_ N _ S _^ _ (CR 12 R 13 ) mO-ifeli- (CR 12 R 13 ) mS- 
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7/ 



R 12 io it/R 13 (i#^MbT7|c«*^^MT ;i/*;v??;fc<9 , mfi 1~3©»*S 

) 

X 3 ^COOR 17 (u^tR n li7j(|t/;tiftl7)V^K^) (1) |B«tf> 

* t# W . -5- <^ §yg-t £ & m £ i± *l e> o ttftffi w ^ 

(1 5) R 9 J4R 16 fc— #KfcoTi|S£-*5l2J&L-t*5!K 

XMi-O- -S-, - (CR 12 R 13 ) mO-ifctt- (CR 12 R 13 ) m S - (--"? 

X 2 i4-CR 15 R 16 - (>l^-eR 15 {47K** tzlti&m.TJl' <9 , R 16 J±R 9 t-*£^ 
X 3 ^COOR 17 (i^-CR 17 i47X^* /ii4f&^T;V J r;VT:^^) (1) 

, o «±tf# £ tt % m. t tz it * ti h <d mw&a m > 

(16) R^^n^. em***LTV^«T;Vdr;V, Ltv>tUv^ 
R 9 & itf R 10 ^^^3IL-C7X*T*^> 19 . 

x i, 4 _ 0 _ % - S - (CR 12 R 13 ) mO-ttzit- (CR 12 R 13 ) m S - CiT 
R 12 £i £i^R 13 ^^^^2:LT7X*t fcfiftftT^^^-Cl) 19, mi4 1 ~3«1M^ 
) TNfc»K 

X 2 t±ljM£^ i it - C R 1 5 R 1 5 - ( £ £ -C R 1 5 *3 J: V R 1 6 ii^* »A L TtK* * «fi 
X 3 ^COOR 17 (ii-eR 17 (47jcm* fettfiJRT^^r^T**) (1) IBJRO 

(17) R 9 £ i^R 10 75 s #^^2:LT7jc«-e^ "9. 
XM4-0-, -S--t?&<9, 

X 2 ^-NR 14 - (££T?R 14 l±R 6 tAllSitSH^t-SC^otW^LTV^ 
) , -CR 15 R 16 - (>T--eR 15 i3J;^R 16 i4R 6 fc^CBtStS^XJBft-ftftf 
TfWLTV^) , £^(i-COCR 24 R 25 - (--tR 24 iiR 6 
3f HT- 1 -*f I' 4 o tt^W^o R 2 5 14 R 9 fc -|f & o T«F^*^jft ITV^) -e* 

X 3 f4COOR 17 (---t:R 17 {47K*t^t4jg;mT;V^;v-e^^) (1) IE«0 

j . <o $m ±.ff&-£ti&m.ttzit^tib<D mn % . 

(18) R 9 (4R 16 fc— «KfcoTifi^*5Bj£L-Ci3«K 
xMi-O-. - s 19 . 

X 2 #-CR 15 R 16 - (;it-R 15 BR 10 fc#fcR»i-*Jfc*]R^fc— «fc&oT^&J|£ 
j^^oR 16 tiR 9 t-ii:^ot^«Ltv>^, SfcliR 9 ** «fctfR 10 {iR 15 fc#fc 

X 3 t4COOR 17 (££-CR 17 {47**3: fel±te»T/l'4r^T*S) (1) iB*<D 

(1 9) R 9 (4R 10 t—m iZ.ft^XWLZfmVX&*)^ 

x 1 it-o-, -s--c*»k 

X 2 (4m^^^«-C R 15 R 16 - (^^-eR 15 i3 t:ZfR 16 it^^^LX7mt fzitfe 

x 3 #coor 17 (^^-eR 17 (47X*t^{4j«T;v^;v-e**) -e**, (1) I5«o 

ib^-%> ^oaag-tH^stLStt* fctt^-*Lfe<^#aEfflW^ 

(20) (1) ~ (19) <7)^irKfr iz mm <o it&m . ^oftasiw^sttaffl* 

(21) (1) ~ (1 9) ©v>i*tL*»i=|B5Ro^*^ >5- co»_L^# ^ti&m±tzit"t 
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(XI) S (I) : 
[flS3 9] 



R 6 




(I) 



k£v>T'j-;K ttl^t Ltv^t ^ i v^7 U - ;vi^y> t^Mf Ltv^tfe iv^ 
. t»*f Ltv^Uv«7;Vt-)K tM?:f Ltv^T^ iv«7^^-;v 

R\ R<\ R 7 £ itfR^i^S-^^SlLTTRSS^ ^o^y, t: Kn^y, ffimS£*L-Cv^ 

& J; WMT^-JK t^i^f ttv>tU^ftt7;V3^y> t^i^tLTv^ 
Uv«7J^Ht, tlMtLtv^Uv^yJK tftMf Ltv^tU^ 
7?y, tM**Lt^TUv^7V-K tt»MlTL"C^T^iV^7';-;Vt d fv' 

R 9 is it/R 10 «#^^3£LT7X«, ^ny>, tM^ft^^tUv«7;v^r;v 

IS^tttv^Uv^'J -;v-e^> (9 ^ R 9 l±R 16 J:-«(:io-C^MLtU 

xMi-o-, - S -> -NR 11 - (c^-eR^iiTR*. W**^t-cv>T^> ivMM 

;i/*-;H/dittMtLTV>t^ j;v^7'J-;v^;v*-^^l)^) ^ -CR 12 R 13 C 
- (CR 12 R 13 ) mO-Sfcfi-O (CR 12 R 13 ) m- ( - - R 1 2 £ A CFR 13 1± 

X 2 i±#^> -0-. -S-> -NR 14 - (^-CR 14 {±7jc«. ItMfLT^T^ 

CR i5 R i6_ ( ^ --eR 15 j3 itFR 16 ti^-^^tLLT7X»t^{iW7;v^;vT^ *k R 

£ilfiE# 2004-3122736 
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X 3 (iCOOR 17 , C (= N R 17 ) NR 18 OR 1£ \ 
[lb 4 0] 



-NR 17 



N y 



N N 



( <H £ "C R 1 7 ~ R 1 9 \±&*%tiL ItTfcf * !i»T ;v * & S ) *C* * ) 

(X2) r4^d^>, fti^f Ltv^t^ J; Wg^T^^K WM^*^ L C V^T 
U^T'J-;H/:!itfti^tLtv>TUv>AfnW^^, (XI) iB«tfMb 

^ > * <0 M-tS^ $tLSfi[*fel±-€-*Lfe <o »«t^n Wo 
(X3) R 2 ^7X*> Any>, S^^^^L-CV^T^ J: Wfi^T^^K 

T'J-iVt^litM^tLt^ttiv^'J-^fit^^, (XI) i£«<7Mb-£-tk 

(X4) R 3 i3J;rJR 4 ^*H7X«-e*^. (XI) aB*tf>ft#*K -toUBkhttSFS ft* 

% * fc i± -5- ft <b o »«*n*J o , 
(X5) R 5 J3 i^R 6 ^^^3LLT7X«. ^n^*>, tlS^f Ltv^UvW 
/ditttl^tLt^tfe J;vfiI7;V3^>'t* *K R 7 is X ZfR s J±£a~7jtH 

(X6) R^^R 10 ^*!^!,^, (XI) |B*c<0<I^H$K ^cO»-LI^#2ft 
& £ £ t± -£-ft «b ^V#»%o 
(X7) X^-O-, -S-, -NR 11 - (- ^■eR 11 ii7X«t/i{±fiJ«^ ; t^^ Vi 

xt> iv«7;^;vt^^>) £ fcti-c H 2 c o--c*&> (xi) SBtttfXfrfrW- 

05 $yg±S^# Sft&^i7t{±-?-ft'b ^IlfPfto 
(X8) X 2 Mi- 0 (XI) BttOft-g-flK ^<75«_tlf#£ft 

* m. t fc »± ft «b co w»o 

(X9) x 3 ^#;wi^v^&&> (xi) aa«<o^i», *-<z>«au:im&3fts&*fc 

(XI 0) (XI) ~ (X9) m>i*ft#fc:lE1ft<0<frfr«K t <DWM±jfr^fr 
i± -e- ft ib o MM! % «r »^ 1 1" * BlilM^ o 
(XI 1) (XI) ~ (X9) (D^-fM^WM(Dit^m, -?"<0»*±W : #$*l'S&*fc 

CffSLOiJilBtt**©^ X 3 ^-COOR 17 X^», x 2 ^-cr i6 r 16 -^^ 
„ o R 1 6 a*** 4 ttteJRT * * ;v T? * S it^m £ P&v* tztt&® -C * * ) 

[0 0 18] 
[0 0 19] 
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[0 0 2 0] 

[0 0 2 1 ] 
[0 0 2 2 ] 

H°;K >fy/nfcf;K n-T^K ^fV7'f s e c-^f"^. t e r t - n 

v^y^;v, n -tH)K ^vt^fK n -y-;vi3 iiFn-7*~>/HSstf*W 

[0 0 2 3 ] 
[0 0 2 4 ] 

U\£ — )l> > ^>f^;v, A^y-;V, ^\-7°^-^;K ^-^-f-n;V % y 

[0 0 2 5] 

#;w^-f;K * 4 ; K * A"** 4 JUr* * % 

Uv7'J-;vft, tfti^fU^TUv^U-JW^n^y, titl^tt 

ffy;^^, f&,f7;Vv--;V, fi!7^3iry, 7 1 J-«7;^^r'A ;»n$V4£ 

2004-3122736 
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[0 0 2 7] , 

n^«7^3^i/J , rTV-JM&mT^dfvJ , rtKn^r">fi»7;V3^v'J 
r«T;v^-;vT5 yj „ r»7Jv^^ftJ . ^17^^^^^*-^ . R& 

*^v] . ri:I7M^^7 7^'f;vJ , r»T;v=f^->*^^-^J 

[0 0 2 8 ] 
[0 0 2 91 

rr~>;vj bit (a) £Ug£&l~l 0. $ h L < f±R» 1 ~ 6 , fWtL< 

(ij£«l ~ 3 <DW.mi> b < (i^^bt(7)T;v^;v^;i/#-;v^ L < i±tj^-^*^*- 
;K '(b) Rft4-9, ffiL<lim4~70?D7W*^^ (c) 
^3gjgc7~i i (DTV J:tf (d) *^?i^^tt?>o ^^fi^-Ji, * 

7 ^,jo^^ ^nt'tn^K ^^'Jn-f^ ->^n~7° 
[0 0 3 1 ] 

raBUk&^L"0>-c& iv>Tv;vJ LTiiJiffi rsmS**"L-rv>-c^ i 

«7*"y--JW An^ftft7H-H^/^:liHKn^WH 
[0 0 3 2] 

r«m»^*L^v^T^ iv^75 j\ ©tfSJ: LTii±ia rsm*&^ l-cv^-c & £ 

ti V n ^ 7 ^ ^ - ;v^-c-g^ £ ttT r & i v> 0 

[0033] , 

fim^LTi±±ffi rfi&**^LTv»-cfc iv>«7;v^r;vj hWM(0^(Difimf hfi 
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-5) o 

[0 0 3 4] 

rv^nTM^J R«3~8, L< 14 5* feti 6 OSM^OT^*^*^ 

, v ^ n y f - ;v # J: if v n * * VfhM* 
[ 0 0 3 5 ] 

[0 0 3 6 ] 

[0 0 3 7] 

& & o 

[0 0 3 8] 
[0 0 3 9] 

„ t? y ^ i£ V ^ v -;K vf 9 v-;k >'J7 v*y jk b'J7 vj 

;k ^vt^tV'JiK t^rtv 4| jiv, *W7 , /V/i', ^vf7'/'JiK f7 7'J;v 
f7y7y'ij;K 7'J;l'i3J:{J f fx^;V^O5~6lc0Afn7 1 ;-^ ; 'f >K'JiK 

;K 7*7v-;K ^y-v*y-;K t7f'J^^ ^y - ;K 7'i-)K 7°yy 

V 1 ; ;K ^XtHy7V'J;K ^>vM 7f7 7*'J >K ^>V*f7V' , JK ^'/'/f- 
7y7>/ijji/, 'O^'J^, /o^/fx-^, ^yVb 'J 7 V U 

, w ^ ^y^° v v;k hV7 vn tf y v 5 Wf- r V V /i', tf 9 v y if v — ;v 
, ^rt/'J-^> T Y 7 ^ Kn^y y ;v, f h 7 1 K n ^ y y* fx - © 2 f dl^- ^ 
rnfSi^Jwr/'JJV^ 7^'Jy-;K 3^>-r-JK 7i;f7'^ 7 ^ y 
^5=.^-^ 7x;^-;k y ^ y y*7 'J ^) 3 t©H^f nf ; ^ y K 'J 
y*** — >K f^7XJK t^y?-iK ***ri-* *7 r-tf^V—ZK f- 
T-;k \£u y tfn y >f 5 v-;v, 4 5 rvy -;K tf^Vy v- 

;K tf9V"y-^> tf^yv^v, tf^yvy, tf^^v-JK tf^vvV, ^;v^y^;v 

[0 0 4 0] 

v y i n y 

[0 0 4 1 ] 
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[0 0 4 2] 

t*tlix R 14 tR 6 ^ ^ (I) 

1,2,3,4-r- f5t Kn^y V 2,3-yt Fn-M-'^Vt^fy'A 2,3-vtFn 
V/Xf7'/-^ 1,2-y H T/> 1,4-vt 

HI^LTv^tt^SthOltjftafei: LTli, t^V, >M3$*v, tKn^fV, t«*tL 
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Hfc4 1] 





|^ V 0 T * -T-^^^* ("tR"tt*I, lil^tt,t 4 J: v*ft 

- (CR 12 R 13 ) nO- - (CR 12 R 13 ) mS-Sfctt-0 (CR 12 R 13 ) m- 

ffifE# 2004-3122736 
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X 3 l±COOR 17 (i -trR 17 (±7X*t/i«»T;v^;v) T?*& 0 
[0 0 4 4] 

rR 6 fc R 9 is iOfR^JiBft-fS^iH^fc— *^*^^**^J **= f± rR 

9 33 Ji^R 10 R 6 {±PH^1-^R*^^-«^^oTm^^J R 6 tR 9 i3J: 
tfR 10 ^ 5S: (I) 0^>€>ii:l#tS 0 - 3 ©at 4 ~ 7M*M 

y^yij>, 2H-^n^>, 1, 4-v n Vu j- 7 ? V 1, 2, 3, 4-x h 7 Fa y 9 V > 

IMfcLTtt, ^ny>, tKn^i/, ttl^f Ltv^UvMSt7;v + 

;k f»tLtv^U^ftI7;v2^->, tti«Ltv^Uv>fi»7;^^ 
f-^-, itMLTV>tU^7yiK IftS^f Ltv>tUv^7^, i^l^t 

[4fc4 2] 




R 5 R\ R 8 i3 £rfR 20 ~R 22 te^*MLT7K3t, ^n^y, nFn^v, g}»£ 

ffi!E# 2004-3122736 
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x i {± _ 0 -, -s-, — N R 11 — (i:tR n (« iWtLtwtt ±vM&f& 

^*-^i/;iifM**LWCUv>7'J-^^*-^) . -CR 12 R 13 CO-, 
- (CR 12 R 13 ) mO- - (CR 12 R 13 ) mS - £ (CR 12 R 13 ) m- (£i 

t?R 12 i3 j;^R 13 (±#^^L-C7X*f /c(±»T;Vdf 19 N ml±l~3W||) "C 

r 15 , r 16 . R 26 is j:t/R 27 «#^®aiLT7X*f fc^MT;v^;v-e*i9, 
x 3 iicooR 17 (di-eR 17 i±7K*f ^{i«r;v^;v) 

[0045] r . . 

^t:iit^M^t-ii:^otf*M tSfcli, R 6 tR 9 ^\ 5* (I) <7>^ 

f<5Arnit^o rttS^t v> t U v^ft 8 - 1 1 ©f<^W (#^._ 

nJj|J <7>tt?HS^ (I) ^^^^'^^^Ji^e^^^^^S^*^^^^'- 7 ^^ 
So «m*^L-Ci±, f!)xJi\ Any>, HFd^a tMI:fLtV^Uv«7 

t^i^tttv^u^fift7;vt-;K tM^tLtv^Uv«7;v 
Hfe**tLtv»i:U^fift7^3^y, fIS^tLt^TU^ftft7;v 

ttLWUv>7'J-^ tiI^L-Cv^Uv>7'J-iVt^y, W** L 
WUv^7'J-;Vft, iil^tLtv^Uv^fni^I, ^VT:&&o # 

Mb 4 3] 
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R\ R\ RK R 20 & J;r/R 21 ii#^^jZL-C7K*. ^n^>, tFn + y, Stfe** 

XMi-O-, -S-, — N R 1 1 — (^ClTrR 11 ^^*, IM^tLtV>tUv« 
t^^k lii^tLtv>tUv^7v^, tt^^£^TLTv*-c & iv^gtr;v^r;v^ 
;^-^ifci±Stl*f Ltv^Uv^7'J-iV^;v*-^-e^l-) . -CR 12 R 13 C 
- (CR 12 R 13 ) mO-, - (CR 12 R 13 ) mS-^li-0 (CR 12 R 13 ) m- 

R 15 £; J; ^R 16 i±#^^5lLT7X*t fc{±«T;Vdr;V-e^ 19 . 
X 3 liCOOR 17 (i^-CR 17 «7X*S ^(i«T;v^;VT'*«,) -Cab*) tf*4 0 
[0 0 4 6] 

rR 6 1 R 15 isJ;(^R 16 «F«i-^^:«M?-i:-$t^^oTiE^^^J 1"*, Sfctt f 
R 15 i3itfR 16 1 R 6 «P^1-^»R*mT-i:-*f H^oTlt*«J -TSfcli, R 6 tR 15 
jsiC/R 16 ^ 5£ (I) cD^O-^f >St«?i^-t£ 0 ~ 3 (D^r- n]|?^o 4 ~ 7.RSft£ 

MtsittitsictSo ymtoim&m^ft * im^^ltv^^ 

, -fV^7V>, 2H-y-np<^ 1,4-yt Fnt7^1/>, l,2,3,4-rl-7t Fnf7^ 

nmj omrnmt, & (1) ^^^>-if >^±o«m*tiwi^^«m»s.tF^^v*-c^ 

;vJr;K tM^tLtv>t^ J: wgjR t ;v ^ - tli^tLtv^UvMfiI7iV 
* — /K tM^tttv^Uv^,f7;v3^y. tli^f Ltv^Uv^ftl7;v 
tM^tLtv^Uv^y^, tMlrtLtv^tUv^75 7, ttl 
L-C^TUv^7'J-;v^ lM*tLtv^Uv^7'J-;vt^y, S3&*£*L 
tv>tUv>7'J-iVft> iUMf LT^t^ i^AfniSi, ^v-e&.5>o # 

lM^tL-cv^tUv^l7;vn^y, iM^tLtv^i J: vMS®T;v^;v 
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[ft 4 4] 




t;v^;k tfS^tttv^Uv«7;v^^y, tM^Lt^tUv^7^ 

xMi-o- -S- -NR 11 - (i^-^:•R 1 M±7X«^ «m^^*LTv^-c^> ivM&m 

0- - (CR 12 R 13 ) mO-, - (CR 12 R 13 ) mS-Uli-0 (CR 12 R 13 ) m- 
( ^ t R 1 2 & £ # R 1 3 i li»7^^JK^ *K mi±l~3«t 

ffi!« 2004-3122736 
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mx$>*) mKUtLiit, -o-. -s-> j&k-s . 

x 3 iiCOOR 17 (^^-eR 17 «7X*5 fei±i&jRT/w*>wT?**) -e**o 

[0 0 4 7] 

R 6 ^^^n^^^^t-jjg KfcoTSR&^j&J "TSiitt, R 6 tR 24 ^ 5£ ( I ) 
co^>-tf >ijjt«f^-f & 0-3 O^xn^^#o 4 -iWm&Wfct* - t £«P*1-£ 
o >mt<Dm&n<vu* L^m±, ttitrf IT v>t i v^ft 8 ~ 1 lOil 

j <7>®»«. (i) i^<^^>'^>5iLhw«^*tra^esi*5.^^ + v*-e**o 

TO*tLtV^UW&S7)^^y, tti^fLt^TUvMtt7;V^JVft 
Hfc4 5] 




R\ R\ R 8 i3J:O f R 20 ~R 23 i±#^^iZLT7X*> ^ny>, i* Kn^v, Iftl^ 

Ltv^Uv^fit7;V^^^ IM^f Ltv<U^fit7^3dpi/, 481* 
trv>TUv>ftil7^^;vft> itI^fLTv^Uv^7y;v, tM^tLtv^ 
tUv^7^, HS^f Ltv>TUv^7'J-JK ttS^rf LTV^TUv^'J- 
;v*^>. fM^U^tfc iv>7V^JVfti/:littM^#Ltv^i iv^x 

r\ R 10 is iOfR^ii^^^LT^, ^n>^>. v7A tWfLtv^U 

x i (± _ 0 -, -s-, — N R 1 1 — (i^-CR 11 ^*, fM^tLTV>t^ £vMM 
t;v^;k ftMtt"Cv^Uv>7^;v, t»^f Ltv>tUvM»7J^)Vx 

- (CR 12 R 13 ) m0-> - (CR 12 R 13 ) mS-l/di-0 (CR 12 R 13 ) m- 
it-R 12 j3 i£/R 13 fi#*33u£LT7jc3t£ £&»T;vdr;v-e& I? , rati 1 ~ 3 <Ag 

ffi|iE#2 004-3122736 



#11 2004-316251 



^<-v: 20/ 



*) (IWi L<li> -0-. -S-, #tr-S , 

[0 0 4 8] 



i v^*t 3 ~ 7 ©If ft I (ilM^ t L t t U v^r nf f -e* § o Mxif 
*/?uTfr1iy (v^nt/n/^, *s?u-7?>^ y^n^y^y, v^n^^^js 
W^?n^7>* >) & axf* **)r y bit* * r«^«-^"L-cv^T 6 «fcv\^ 

^&&o tM^Ltit ^o^>, tFn^ry, lIMf Ltv^tUv^ 

^ T ;v^-;v, iM^tLtv^U^fl7JV3^ry. ttitfLtv^Uv>® 
BlT^*^^-*, tWf Ltv^Uv^7y;K tftl^f Ltv^TUv^75 ^ ^ 

&o #t~> ^ny>, tFn^A ttS^tLtv^tUv>tt7J^^y, 



[ft4 6] 




[0 0 4 9] 
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lit 4 7 ] 



R 20 



/WH 20 — R 20 

• X 3 ^ ,X 2> \x3 



R5 R 6 R 7 R8 " ' - = -e - ' ~« ■ "S n6 o7 DS Q 



"r 5 ,R 6 ,R 7 .R 8 **" R S .R 6 ,R 7 ,R 8 *" R 5 .R 6 .R 7 .R 8 



'X 1 




•R 20 



X 2 ' 
R 5 ,R 6 ,R 7 ,R 8 




.X^X 8 



R 20 



R 5 ,R 6 .R 7 R 8 



R 5 , r\ R\ R 8 B^8iLt7jc|^ Any>, tFo^y, IlS^^tt^t^ 
x i i± _ 0 - -S-. — N R 1 1 — (i:tR n li*f, itMf ttv^t *> J:vM» 



jv^-;H/d±tWtLtv^U^7'J-i^J^-iK^I)) . -CR R C 
0 _ _ ( C R 12 R 13 ) m0-> - (CR 12 R 13 ) mS-f/di-O (CR 12 R 13 ) m- 

-c^o (#WtL<«> -0-, -S-. #K-s ? 
" " o-, -S-, -SO-, -SO2-. -C = C-. — N R — C« 

^tLtv^Uv^7yJV 



R 14 ii7jc*. 



U_;v*;v*~;V-C&£) -CR 15 R 16 - ( i i ^ R 1 5 i3 i l^R 1 6 i±#^^3Z L f 
fdWMKW) f/:ii-COCR 23 R 24 - ZXR 23 & £TfR 2 U±&*miL 
L "C tK* £ fz It %Ml T ;v * ;v tr * S ) 

X 3 i±COOR 17 (^^-trR 17 i±7jc*^7^(ijg:mT;vdr;v-e*^) t-^^o 

[0 0 5 0] r . 

ri° t&i,zfmi-&Rmw^t-m^%^rn*fm] ir&tit, r 15 ^r 10 ^ o~3 

#L R^fR't-lC^t^^MLtv^l^ R 9 ioJ:^R 10 ^R 15 fc*^ 

x.Ji\ ^o^7, tFn^A fl^£*jgXTV>T% J:H&jftTfl'*>K tM*f tt 
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22/ 



lib 4 8] 





R 5 ,R 6 ,R 7 ,R 8 



,R 20 



R 21 

X 3 

N R S ,R 6 ,R 7 ,R 6 




R? 6 




R 9 

X 3 



R 5 ,R 6 .R 7 ,R 8 



R 5 , r\ R\ R 20 is£V t R 21 te&*m&L"Z*>f&- ^n^>. KKn^, 

mm2 004-3122736 
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^-v : 23/ 



x i (± _0-, -S-, -NR 11 - (Cl^^R 11 ^^, tti^tLTV^i -fcwf&aft 

;l/^^;Vi^t±*^^*LTV^-C^> iV^7'J -/l/*/!/*-/!/!?**) n -CR 12 R 13 C 
- (CR 12 R 13 ) mO-, (CR 12 R 13 ) mS-f/:ii-0 (CR 12 R 13 ) m- 

t$re&&) -c^t? (ttlfiL<ft> -o-> -s-, (ftiz-s , 

X 3 i±COOR 17 (^CtR 17 (±7jci$/;tt«7^ J rJVt*l>) -?&&o 

rR^V 161 J:-ti:^ot^WJ -t&, Sfcl* rR 16 tt R 9 1 -tffcfc o TIS^ 
[ft 4] 




R^Wr 1 5 LTtR*. ^n^>, v7A ttl^fUV^U^tt 

* tt S?» * * L r v - t & «t v * r V - ;v -e & *) , 

X 3 (±COOR 17 £T»R 17 t±7fc*i£ tz\$&kTfr*)\<7?3bZ>) -e*S) 
[0 0 5 2 ] 

rR 16 ttR 9 isJ:tfR 15 W:R 10 h^-»C^oT^tM 1"£ fctt, 
[ft 4 9] 





x^acooR 17 (d^-^R 17 }i7X^^^«i«^;v^;v-e*^) -e*s) 
•cab* t fc %^P*i"*o 
[0 0 5 3 ] 
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[ 0 0 5 4] 

*&mt&m± ; t<nm®%\®*&&^ (i) m^^w^^sb 

[0 0 5 5] ^ miiu 
[0 0 5 6] 

ft^Kla) (X^O, (CR 12 R 13 ) mO, 0 (CR 12 R 13 ) m) <Ote 



lit 5] 



R 3 - R t 



// 



R 1 o 

(11-1) 



+ • 




(5*;*, A^i^Dli-^OH-CW (CR 12 R 13 ) mOHt*4^ #£0H-C* 

5£ (I 1-1) -^m^fi^it^t^: (I I I) t?^$ttS<k^W*3te5£RJ£l-#Mb 
^ (I a) WCi:«l4o *©Rj£l±#^^o-Cfi : x.lf ±v>**, Sf* L<liN 

m (#!k T^7tF^77> 1 . *r Y >m (M. 7-trh>\ 

jlssr y V & if) , -h'J (01, T-bh-hU^'fcif) <. «fc tf-eft 6 ^>rS^«# 

b 'j7x-^7-f ^©*^7>f ~ 3 0°C~ 1 5 0°C, fftL<!± 0 

°C~10 0°CT% 0. 5-9 ORfrWIKJ&S^tLWr 
^. (1 1 - 1) $5±zF& (III) "C^$*t*^WJi^ftJ©'fl:#WSrfflv^T'b J: <. 

[0 0 5 7 ] 

(f2iS) ft^% (lb) (X^O, Sff'^NR 11 ) 
[ft 6] 

. R 56 4 

R V** LG 



R 1 ° 



(ll-2) 
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^-v: 25/ 



(I : _2) -e^stLSft^fcaS: (ill) ^TFZti&lk&mZKB-Z^&zt^ 
£*) i\&%a (lb) ^jStJititlSo RJfc&fc^fcigflft'tU £y££#T\ -1 
0 ~\ 8 Ot, 4 U< (±0 ~ 1 5 0 "C-e, 0 . 5-9 0 B#Hfr;Uf J: «{i±§BH 

i & kib* t mm<D®m*% ^jit § & o m* l x urn *. ^^miYMitm (m, 

'J^A, iVy^A, TfcStft;^ 'J * A if) , &S£tB£& (flL BMi- h V 9 

A. R«*U9A, &Sfe* R9H:->fA4W > MTi^drvF (flU 

(II-2) BJ:^ (HI) ^3ftMt#«Ni&tt©tt^*ffl^"C<> * < * 
[0 0 5 8] 

(«3fe)M(Ic) (X' = CR ,2 R 13 CO) ©^i 

^ (ic) X"^fo&ik^x^tL&ik&m&vx?<ofr- htM-eli-o 
Mb 7] 



. R3 ^ R4 

R 1 ° 



(H-2) 





(VI) 



|1 o 



X 2 -Pro 1)854^31 — O. 

2) Hal-CR 9 R™)g ^ 

R 1 ° (IC) 




Ha 1 li^n^*>, ProliW^l), ^co^Ogfi-f- 
HulB t [WlH) „ ^ ... ... ~ 

^ (i 1-3) ■e^$*L*^t'fr'»fc3S: (iv) ^sfrMfc^fcttanRiSMtf u k 

°C~ 1 5 0°C\ ffiL<li-20 °C~ 1 0 OtA 0. 5 ~ 6 0 R#nRtBS**Llf J: v\» 

&\*tt&m (v) ^t«us (vi) 7K 

^<Z>»#*£fcl±*ft**T. «^<7?m*fflv--r 0°C~ 1 8 0°C, SF£L<ti2 0 

<C~ 1 5 0tt 0. 5 ~ 9 OBt^BO&^tUfiv^ BWft^^R 13 **:*.^*** 

Str***^****^ *I80ftifctt*I80«^ IS4R»T?tftC^7 

(vi) #e>tL^7iy*-^*fc^n^*>"fk^w*as** 

8 0°C fflL<ttO~150ttO. 5-9 0B#W^3"**ttfJ: V\, LT{i± 

ffifiE#2 004-3122736 



#11 2 0 0 4 - 3 1 6 2 5 1 v : 26/ 



lv^£fc#tS4. ^ (I 1-3) is J: ITS: (VI) ^SttMb^ii^DO^ 
[0 0 5 9] 

(SM*fc) fl^W (Id) (X 3 = C (=NH) NHOH) <D&m 

^ dd) x^fr&it&m\$\XT(oiim^j&x%z>o 

R° 

v x V CN 

JL R 9 R 10 NH 2 OH-HCI 
R 8 




R' 



i 7 

(VIII) 




(^^. #ia^-»±friB trail) _ ^tt. / t , 

5£ (VIII) -C/S$*L*>ffc^«J*^ KnW7 5 >fcRJS$*> BW^W (I d 
) W^ft^o RJfcttM£fc»**"CO'C~l 5 0°C. 9iL<l±_2 0°C~ 1 0 
OttO 5 n F*1~ 9 0 B#WRESS^*Ltf J: v> 0 « t LTJ±_tIB& 1 £K B Bm<Z> *> <D* 

55 (vni) ^*tiMK^\*G;to<ott&m*R^*> * <> ^ft^fc^*^ * 

[0 0 6 0] 

(&5*fc) -ft^t* (I e) (X 3 = t^y7V*n» <7^J& 

Kb 9] 





±SB»4fe-C#P>tL^ (Id) ^$tt^^%fcCD I. *7sTy^ 

gSMfc^% (I e) ^it«il.o o°c 
~ 1 5 0 °C. Sf f L < 0 °C~ 1 0 0 "CT? 0 . 5 B#^~ 9 0 B5WR&S"£*L«rj: V»o 

BW'fb'frW (Ie) wi^ty7V*n>^ R i7 t t^$jitv^M^Sf^ ± 

I 0 0 6 1 1 , S ^ 

(*6ifc) ffrfr* (I D (X 3 = *W7^>) 
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lit 1 0 ] 




±m m 4 t) tLTt^: (Id) -e^^tLS^Iiii^nyw^il^RS^ BWft 
^ (Ie) Wi^ s f|5o RJfclifciS 3 Ot)~l 5 Ot, L< 
iior-l 0 OTCTO. 5B#W~9 OI*mRJfe$**ttf iv> 0 »«fcL"Ct±±ia*l^K 

[ 0 0 6 2 ] 

(#7ifc) fk^i (Ig) (X : =0, S^iiNR 11 ) <0#^ 

^ (ig) -tr^ $ tL&it^m -e^ £ ti&4h&® i* ftio ;v - > -e^-j^-e # & «, 

T 6 

H' °' N ""V* R' °' N 1 

(11-2) (IX) (X) 



X 3 



X 10 
(XI) 




(ig) 

(i 1-2) -c^3*L.MfrfrWfc5S; (ix) ^^Mfc^ti^ttftn&S^ttU 

(X) •C^$ttS^%«r#So ^WJL<i±ll^», fi^4T-C-5 0lC 
~ 1 5 0°C, ff* L < tt- 2 0°C~ 1 0 OtT\ 0. 5 ~ 6 0 I^IBIRJ£$*tLtf J: V^o * 
ifcLt it ±M&m 1 *fe icffl«<^ ^^Iv^it § , fc Lt (i JifBfl 2 ft K sB« 

Wztt&m (X) =Hb^tl (XI) fc * v "7 V >^KBKUL, 5* (Ig) 
5 0 *C~ 2 0 0 °C. »f L < tt 2 0 °C~ 1 5 0 tt\ 0 . 5-60 f^WRJ&S^tLl* «fc 

cia««5 ^*iv>sitwi5o ^r/^ m ttt t±«* /<7i?^ mm £ JB 

^ (I 1-2) . ^ (IX) (XI) V7£ZKZ4t4&B\i4:9ac>ft&m*m 

[0 0 6 3 ] 

ffifE# 2004-3122736 



mm 2004-316251 
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±JBOV>i**L3&>0>fr8;fc i »9 #<b tL7t<fc^**X 3 = C O 0 R 17 <D^7, x/MfcT* *» 

^i&J&f. TKSfft^ h'JfA, TfcsfHfc:* 'J >7 A^oilftis i^VX^tT^Tj V&m. bz 
Bfcdc*r^5&uSjR, M7;v*'J^I^ «ms^»^J»T\ -2 0°C~1 0 0 

°C t? T ;v n - ;v fc RJS £ * *i «»»3&»fi;jR T ^ 3 * v- £ » $ ft fc j tt £ 0 

3->xmi, a*rv55r>si55r v izgrn^^-^^M^O^ 

[0 0 6 4] 

tKn^yflitLtliTJ^JV ( t-7fJVf) > 77)V^^ (MJ-7^-;V^ 
jvyijjv ( > i; ^>y^/'>y . 7*3^77^** (7 f^y7f;v, 

yxf JV, l-7f;V-l-7 h^fyxfiVf) > T)Va^i/T)Va^-yT)V^)V (jt Y 

tf^-;v (ff7tFot'77-2-^JK 4 h ^yr h 9 t Kn If 7 > - 4 ->f /V 
^) „ rh7t Kaftti'7^^ (fh7tFnftt'77-2-^;vf) , x h 7 K 
n75^ (7>7tFn777-2-^;vf) , rf7tFnft77^JV (r^b 
Knf*77>-2-'f^f) > 77*^rJl't^y7)V^Jl' (^7yJV*^fy7f ) 
7jv^r)vx;v^- ;K 7 7iV> p — h ;i/ ji > x ;u * — ;v#>5 s ^&f fb 0 

u * $> >\ > ;vjt_>, ^rvl/V, n^^^>, * nn*jVA, 

* 7c 14 -e- tL t, oi^iioiii* , n 4 7 > f > > tr 0 v ^ , Tfcsft'fkf- > v * a ._7jcm^ 

[0 0 6 5] 

1) 5£: 
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mi 2] 




[ 0 0 6 6 ] 
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^-v : 30/ 



I* 11 




Ag|5^No. 




R20 


n 


R2 


R3.R4 


A1 


a1 


4-CI 


0 


H 


H,H 


A2 


a1 


4-CI 


0 


H 


Me, Me 


A3 


a1 


4-CI 


0 


H 


Et,Et 


A4 


a1 


4-CI 


0 


H 


H.Et 


A5 


a1 


4-CI 


0 


H 


H.Ph 


A6 


a1 


4-CI 


0 


H 


H.C6H4-4-F 


A7 


a1 


4-CI 


0 


Me 


H,H 


A8 


a1 


4-CI 


0 


Me 


Me.Me 


A9 


a1 


4-CI 


0 


Me 


Et,Et 


A10 


a1 


4-CI 


0 


Me 


H.Et 


A11 


a1 


4-CI 


0 


Me 


H.Ph 


A12 


a1 


4-CI 


0 


Me 


H.C6H4-4-F 


A13 


a1 


4-CI 


0 


OMe 


H,H 


A14 


a1 


4-CI 


0 


OMe 


Me, Me 


A15 


a1 


4-CI 


0 


OMe 


Et,Et 


A16 


a1 


4-CI 


0 


OMe 


H.Et 


A17 


a1 


4-CI 


0 


OMe 


H,Ph 


A18 


a1 


4-CI 


0 


OMe 


H.C6H4-4-F 


A19 


a1 


4-CI 


0 


0H2OH 


H.H 


A20 


a1 


4-CI 


0 


CH20H 


H.C6H4-4-F 


A21 


a1 


4-CI 


0 


CH20Me 


H,H 


A22 


a1 


4-CI 


0 


CH20Me 


Me.Me 


A23 


a1 


4-CI 


0 


CH20Me 


Et,Et 


A24 


a1 


4-CI 


0 


CH20Me 


H.Et 


A25 


a1 


4-CI 


0 


CH20Me 


H,Ph 


A26 


a1 


4-CI 


0 


CH20Me 


H.C6H4-4-F 


A27 


a1 


4-CI 


0 


CF3 


H,H 


A28 


a1 


4-CI 


0 


CF3 


Me.Me 


A29 


a1 


4-CI 


0 


CF3 


Et,Et 


A30 


a1 


4-CI 


0 


CF3 


H.Et 


A31 


a1 


4-CI 


0 


CF3 


H.Ph 


A32 


a1 


4-CI 


0 


CF3 


H.C6H4-4-F 


A33 


a1 


4-CI 


0 


CH20Ph 


H,H 
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m2\ 



A34 


a1 


4-CI 


0 


CH20Ph 


H r C6H4-4-F 


A35 


a1 


4-CI 


0 


CH20CH2Ph 


H,H 


A36 


a1 


4-CI 


0 


CH20CH2Ph 


H f C6H4-4-F 


A37 


a1 


4-CI 


0 


CH2— morpholino 


H,H 


AIR 


CI 1 


4-CI 


0 


CH2— morpholino 


Me,Me 


A^Q 


a1 


4-CI 


o 


CH2— morpholino 


Et,Et 


M*+U 


a 1 


4-CI 


o 


CH2~ morpholino 


H.Et 


A41 


a1 


4-CI 


o 


CH2— morpholino 


H f Ph 


A49 


a1 


4-CI 


o 


CH2— morpholino 


H.C6H4-4-F 


M*t*G 


5*1 


4— CI 

*T U 1 


o 


CH2NHBu 


H,H 


A44 


5*1 


4-CI 


0 


CH2NHBU 


H,C6H4-4-F 


AAR 


5*1 
a 1 


4— ni 

*T U 1 


n 

yj 


C = CPh 


H,H 


MHO 


a I 


4-CI 


0 


C = CPh 


H.C6H4-4-F 


AA7 


5*1 
3 1 


** Ul 


n 


Ph 
iii 


H,H 


A Aft 
M^+O 


5*1 


a— ni 


n 


Ph 


H C6H4-4-F 

I i f u w i i r r i 


AAQ 


5*1 

a 1 


4-CI 


o 


C6H4-4-CF3 


H,H 




5*1 


4— ni 

*T Ul 


n 


C6H4-4-CF3 


H r C6H4-4-F 


A^1 


5*1 
a 1 


4-CI 

*T Ul 


o 


C6H4-3-CF3 


H f H 




5*1 
a 1 


4— ni 

V_/l 


n 


C6H4-3-CF3 


H C6H4-4-F 


MOO 


5*1 
a I 


4— ni 

*T U 1 


n 


C6H4-4-OH 


H,H 


MO*f 


5*1 

a 1 


4— CI 

*T L/l 


o 


C6H4-4-OH 


H C6H4-4-F 


MOO 




4— CI 

t u i 


n 


CH2Ph 


H,H 


MOD 


5*1 
a 1 


4-CI 


0 


CH2Ph 


H C6H4-4-F 


A^7 
MO / 


5*1 
d i 




n 

\j 


CH2C6H4-4-CF3 


H,H 


MOO 


d 1 


4-CI 

"T U 1 


0 


CH2C6H4-4-CF3 


Me, Me 


ARQ 

Moy 


5*1 
a 1 


4-CI 

*"t Ul 


o 


CH2C6H4-4-CF3 


Et,Et 


MOU 


5*1 


4— ni 

H Ul 


o 


CH2C6H4-4-CF3 


H.Et 


AR 1 
MD I 


5*1 

a i 


4— ni 

*+ Ul 


0 


CH2C6H4-4-CF3 


H p Ph 


A£9 
MO^ 


5*1 

a 1 


4— ni 

*+ Ul 


n 


CH2C6H4-4-CF3 


H C6H4-4-F 


MOO 


5*1 

a i 


4-ni 

*+ Ul 


n 

\j 


CH2C6H4-4-OCF3 


H,H 


AfiA 


5*1 
d 1 


4-ni 

*T Ul 


o 


CH2C6H4-4-OCF3 


H,C6H4-4-F 


ARK 
MOO 


5*1 
d I 


4— ni 

*T Ul 


o 


CH2C6H4-4-Ph 


H,H 


Afifi 

MO O 


5*1 
CI 1 


4-CI 


o 


CH2C6H4-4-Ph 


H t C6H4-4-F 


Afi7 

MO / 


al 


4-CI 


o 


CH2C6H4-2-CI 


H,H 


MOO 


a1 

a 1 


4-CI 


o 


CH2C6H4-2-CI 


H r C6H4-4-F 


MOC7 


5*1 

d 1 


4-CI 


o 


(CH2)2Ph 


H,H 


M / U 


5*1 
d 1 


4-CI 


o 


(CH2)2Ph 


H,C6H4-4-F 


A71 


a1 


4-CI 


0 


SPh 


H,H 


A72 


a1 


4-CI 


0 


SPh 


H,C6H4-4-F 


A73 


a1 


4-CI 


0 


NH2 


H,H 


A74 


a1 


4-CI 


0 


NH2 


H,C6H4-4-F 


A75 


a1 


4-CI 


0 


NHMe 


H f H 


A76 


a1 


4-CI 


0 


NHMe 


H,C6H4-4-F 


A77 


a1 


4-CI 


0 


CH2-piperazino-Ph 


H,H 
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[*3] 



A7P, 


a 1 


4-CI 


0 


CH2~"piperazino — Ph 


H,C6H4-4-F 


A7Q 


CI 1 


4-CI 


0 


CH2"*DiDeridino 


H t H 




d 1 


4-GI 

■t w 1 


0 


GH2— Dioeridino 


H,C6H4-4-F 


AP.1 


a 1 


A-PI 


0 


OCH2Ph 


H H 


AB9 
MoZ 


a 1 


a— pi 


0 


OCH2Ph 


H C6H4-4-F 

I IjW V 1 I • F 1 


Aft** 
MOO 


a 1 
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C5 


5185 


A3885 


B1 


041 


5186 


A3885 
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059 
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059 
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[0132] 

m«E# 2004-3122736 



#IS 2004-316251 



^-v : 99/ 



^ MTGfi, *JliL*K ^f^^V^Wfe, JEW. T 

uttHiv^^f, &%&mk&> &*mmim, tm, mm 

[0133] 

*HiM!|^ p p a r 7 > t Lt^t ^ t^, mnw, wmn 

[0134] 

^»^b^o*ajiji^-5-oS!iajwaLfcj»^*j, mmn. mmn, mnn, 

T bv^A, *>f>*l)t<li7^'J >Vf ^> »^#J ^ J± 

ppar7^xm tit , ,m-<o^h^ #s 

If 0. 0 5-1 0 Omg/kg/Bt*^ L < Ji 0 . l~10m 
g/kg/BWilrtt*4, ^P^ot^Ci±S4Wl^ <I^S^\ ® 
H?0 0 0 5~10mg/kg/BT*»), ifiKliO. 0 1-lmg/k g/H©« 

[0136] . 
[0 13 7] 

Me 

E t z-^-fr 

nBu n-y^^ 

t B u t e r t -7'f 

n P r n -7°n tf;v 
Ph 

Bn s<y*?fr 

ffiiE# 2004-3122736 



#11 2004-316251 



^-v: 100/ 



A c 
M s 
TMS 
P C C 
CD I 
DBU 
DME 
DPM 
TBS 
TFMP 
[0 13 8] 
[it 15] 



^ 3? > ;v * ~ ;v 

1 , 1 ' - ij Astf-fr "J 4 5 * 
1, [5. 4. 0] 

i , 2 - v * y * v J- * ^ 

3 - t e r t -ff-fr*?* fJVv'J ^ 

4 — h ij 7;vtn^f;v7 jc — tu 



>7 > f-t - 7 - > 



1) Li N (TMS) 2 
{COOEt) 2 

2) NH 2 OH-H 2 0 



R 2 > 



pOOEt 
N 



3 JUtf fr^X 



1 

5 _ ( 4 _|.ij7;vtn^f;v7i-;v) -^v^r-9-y-;v 
x;v (R 1 = T F M P > R 2 = H. 1-1-1) fc 

, ftifi- 7 OTC&Tfc^iPU 4-f 1 J7;Vtn^W^>7xy>2. 82g<75^- 
1 7ffi»LK«^-riH 0 0ml ^Sn^7)c<t. Urffi LfciNhl Sriftji L fc? 
j>it|2 B U6 1 0mg#/io £OVf-?A:Jfi3. 5 gi:x^"*3 5 m K MM 

f;it^y'J*^^D-7M:#L, ffififA'lA^t^ (1 : 1) "?*iHU fllSlb 
Jl fcU2. 5 5 g#fc= W 6 0 % 
[0 13 9] 

( 1 _ 1 _ 2 ) ~ (i-i-4) *>mm'&&Lteo 

[0 14 0] 
IS6 4] 



No 


R 1 


R 2 


NMR 


1-1-1 


TFMP 


H 


1.46(3H,t,J=6.9Hz),4.49(2H,q,J=6.9Hz),7.04(l 
H,s),7.77(2H,d ) J=8.7Hz) > 7.95C2H,d,J=8.7Hz) 


1-1-2 


TFMP 


Me 


1.46(3H,t ) J=6.9Hz),2.47(3H,s) ) 4.49(2H,q,J=6.9 
Hz),7.78(2H,d,J=8.4Hz),7.86(2H ) d,J=8.4Hz) 


1-1-3 


P-CI-C6H4- 


H 


1.45(3H,t,J=7.2Hz),4.48(2H,q,J=7.2Hz) J 6.92(l 
H.s),7.47(2H > d,J=8.4Hz),7.75(2H,d,J=8.4Hz) 


1-1-4 


t° u y > - 

4--f;i/ 


H 


1.46(3H ) t ) J=7.2Hz) ) 4.50(2H,q,J=7.2Hz) ) 7.12(l 
H ) s),7.68(2H,d,J=6.0Hz),8.79(2H,d,J=6.0Hz) 



[0 14 1] 

2 

5 _7n^- 4 ->* *f-)V-<< v^f^y-;v- 
[0142] 



S-^^^VfxfjVx^f^ (1-2-1) 



ffi|IE# 2004-3122736 



mM. 2004-316251 



^-v: 101/ 



m 1 6 1 

4_^f-;v-5-^-^V-2, Fn^f V^ty-^- 3 -^^^f^ 

^>?o7H;#U Bf*cf-;i/ : ^•'J-v (1-8) "C»ffiU ENBfb^fcWlrB 
(nmms tLX7. 36 g#fc 0 « 8 0 % 

^-NMRCCDCh): 1.43(3H,t,J=7.2Hz), 2.19(3H,s), 4. 45 (2H, q J=7. 2Hz) . 
[0 14 3] 
[ft 1 7 ] 

Me, pOOEt Me COOEt 





^#i5J 3 

4_^^;v_ 5 - (4-b'j7;^n^f;v7x-;v) -^fvW-^-a-*^ 

fxf^x^f^ (R^TFMP, 1-1-2) 

(i_2-l) 2 4 3mg*DME6mli:SiU 4-HJ7;Vtn^f ;V7 
I ^*DV|2 8 5mg. ^4 2 0mg, PdCl 2 (dpp f ) 8 1 m g 

yUAWnvfi;#U Sixf;v : ^^^^ (1 : 8) «U SsB^%*fe 
fe^H LT 2 3 9 mgftfc. 8 0 % 
[0 14 4] 
lit 1 8 ] 

* / C °° Et NaBH 4 R l^/"OH 



4 

[5 _ ( 4 -HJ7;vto^f;v7xx;v) v*^ 3 -4 j**^-* ( 

R' = TFMP> R 2 = H, 2-1-1) , 

*7-;V (1-1-1) 1 0 g t> * ^"JH 5m 1 K**Lx M*T, 

th'J->A 3 5 8 mgtM, 5 5-tI}atILgP2P#F B 11#b/:c ^* t:1 ° m 

fe^»at*">v h-#u wm^^ : (i : 8) -e»tBU 

!«M^U8 2 0mg (J1X^9 6%) #fco ^frim^*-^*^** 
Sg B B H L, Hi* 1 1 1 - 1 1 3 °C^ H B H ^#/io 
[0 14 5] 

(2-1-2) ~ (2-1-9) ^ii:^l/co 



[0 14 6] 



ffifiE#2 004-3122736 



#11 2004-316251 



^-v: 102/ 



[$6 5] 



No 


R 1 


R 2 


NMR(CDC1 8 ) 


2-1-1 


TFMP 


H 


2.04(lH ) t,J=6.0Hz),4.85(lH,d,J=6.0Hz) ) 6.70(lH,s), 
7.74(2H ! d,J=8.4Hz), 7.91C2H,d.J=8.4Hz) 


2-1-2 


TFMP 


Me 


1.97(lH,t,J=6.6Hz),4.80(2H,m),7.76(2H,d,J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


2-1-3 


4-C1- C6H 4 - 


H 


4.82(2H,s),6.58(lH,s),7.50(2H,d,J=8.7Hz),7.72(2H,d 
,J=8.7Hz) 


2-1-4 


4-C1- C 6 H 4 - 


Et 


1.25(3H,t,J=7.2Hz),2.68(2H,q,J=7.2Hz),4.80(2H,s), 
7.47(2H ; d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


2-1-5 


Me 


H 


2.30(lH ) s) ) 2.42(3H,d,J=0.6Hz),4.71(2H,s),6.04(lH,q 
,J=0.6Hz) 


2-1-6 


Et 


H 


1.30(3H,t,J=7.5Hz),2.23(lH,s),2.77(2H,qd,J=7.5,0.6 
yf 7 \ 4 72C2H s") 6 04C1H t J=0 6Hz") 


2-1-7 


Br 


Me 


2.O3(3H,s),2.06(lH,brt,J=7.5Hz),4.73(2H,d, 
J=5.7Hz) 


2-1-8 


^ )]/ ft U > 

-4 — ( ;i/ 


Me 


1.98(3H,s),3.35-3.38(4H,m) ) 3.78-3,82(4H,m) ) 
4.60(2H,s) 


2-1-9 


if y y > -4- 


H 


2.20(lH,brs),4.85(2H,s),6.81(lH,s),7.65(2H,d,J=6.0 
Hz),8.75(2H,d,J=6.0Hz) 



[0 14 7] 

Mb 1 9 1 



1) O-M 




###!) 5 

nig $m 

3 - t e r t f-;v->y jvt^v^f^ - 5 - (4-HJ 7;vtn^f;V7x 

-fV^^V-;V (R^TFMP, R 2 = H, 2-2-1-1) 

[ 5 _ ( 4 _ j, ij 7)]/$-uj ^;v7^-;v) -i v^-9-v*~;v- 3 ->f ;v] ^^^-;v ( 
2-2-1) 8. 3 1g> t - *73-frV* fil'V U ;V ^ n 9 W F 5 . 67g, ^? ^V*- 
;v 3 4 9 g, i&li^ fl/V160ml Oft^W* 2 HW«j$Lfc 0 RlS«K**ftlx.^ 

(l : 9) -cfcffiu wiBft^fcasfeltifli: Lt i l. 5 g #£ 0 «9 4 

%o 

^-NMRCCDCls): 0.14(6H, s) , 0.94(9H, s), 4.82(2H, s), 6.68(1H, s), 7.73(2H, d, J 
=8.4 Hz), 7. 91 (2H, d, J=8.4 Hz). 
[0 14 8] 

(y **veM 

TBS #>-*■ R 1 = T F M P > R 2 = Br 

4-^nt-3 - t e r t -7f JVy^f JVy'J JVt^v^f^- 5- (4- h 'J "7;v:* 
n^;V7^~;v) 'fV*t , /-A' (2-2-2-1) 

3 - t e r t -7*f^y^ fJVy'J ;V^^y^f;v - 5 - (4 - h y 7JVto^fiV7 
<i V V- ^ (2-2-1-1) 9. 50g*rh5tKn75V 190m 
lfc***Lfco i^M^n-y^;vy f-^A^^^i&ifc (1 . 5 7M) £-7 8°C 

fctifIE# 2004-3122736 



#11 2004-316251 



^-v: 103/ 



-C 1 5 frfrVXffiT Ltzo - 7 8 TCt? 7 0 3*W»f£> 9 . 36g^l0 ^7Mj"OiS 
T LfZo - 7 8 TC-C 2 8#ffl»t£\ MM.t 1 0 b U 9 A7X«^*nl 

5tJS*flfjhLfc 0 M^M^^tfilttK IkM^-tnftilK #StRW^ v * 
, MET*MM*U *fBft#»*StfeO^!»fcU-Cl 1. 6 g#^o Wl 0 0% 

°H-NMR(CDC1 3 ): 0.16(6H, s) , 0.94(9H, s) , 4.81(2H, s), 7.77(2H, d, J=8.1Hz), 8.1 
8(2H, d, J=8.1 Hz). 
[0 14 9] 

TBSfs R 2 = Br->R ! = TFMP, R 2 =^>^^ 

4 _^ > ^;V_3- (t e r t-^V^f^y'i^t^y^f JV) - 5- (4-hU 
7;vtn^fjV7x-;v) ^v^t/-^ (2-2-2-2) 

1E»1 9 6mg*th5tKn7?>2mn:»iU 1, 2-77ntxr/2 8m 
g tUaUX 5frffl> 9 h U * fjVy7V 1 6 m g Sr j)Px.T 5 ^MSt4^ b/c c ^>v>^ 
y*u-?-<{ F 3 7 6 mg Srx 1 9 t: Fn7574ml CiSL, dtLSrRlBattwffiTL/to 
3 0 RJS*«r 4-7n^- 3 - t e r t-7f^y^JVy'J 

;v _ 5 _ ( 4 _pj 7 ;vtn^f;V7x-JV) >f V*^V*-;V (2-2-2-1) 376 
mg, S^77 7A 1 1 mg, h V ->^n^y;V*7,7 * > (14mg, x 1 7 t K 
n77>4ml OIMCIT L 3 0 fl-|M«Lft, JRJE&«Lt-**inx., SW^*"?** 

^/«y'JH>?07H:#U : (1 : 5 0) t»WU 

HfMbl^J ^^fefe H B H tU3 5 8mg#/:«W8 0% 

1 H-NMR(CDCl3) : 0.03(6H, s), 0.86(9H, s) , 4.13(2H, s), 4.66(2H, s), 7. 14-7. 31 (5H, 
m), 7.67(2H, d, J=8.4Hz), 7.76(2H, d, J=8.4Hz). 
[0 15 0] 

4-^>v;v-5- (4-F'J7;v*n^f;V7x^v) >f V * -9- V- ;v - 3 - 4 ;v] > 
(R 1 = T FMP, R 2 = B n , 2-2-3-1) 

iJ7;vtn^f;V7x^V) <4V*W-Jl' (2-2-2-2) 3 5 8mg^rb7HK 
n7778mlCl«U t e t r a-^7^-f A7^5>f K0. 8 8ml ( 
lMf h7HFo77 ^*#$0 SrlTOx-^o MM."? 1 H#H**M^ Tfc^^n AR)S^#Jh Lfc 

jfcfc^Lfco ^y'^^v^nvhcltu stxfjv: Airt> (l : 3) x~m 
tti U tRIB'ffc^W Zm&fisMi tU2 0 7m g#fc Q W 7 8 %o 

^-NMRCCDCls): 4.10(2H.s), 4.62(2H,s), 7. 15-7. 34(5H,m) , 7. 70(2H, d, J=8. 7Hz) , 7. 77 ( 
2H, d, J=8.7Hz). 
[0151] 

(2-2-3-2) ~ (2-2-3-4) H»fc#& Lfc 0 
[0152] 



miSE# 2004-3122736 



#0 2004-316251 



^-v: 104/ 



1*6 6] 



No 


R 1 


R 2 




NMR 


2-2-3- 
1 


TFMP 


Bn 




0.03(6H,s),0.86(9H,s) ) 4.13(2H ) s),4.66(2H ) s),7.1 

4-7.31(5H ) m),7.67(2H J d,J=8-4Hz), 

7.76(2H,d,J=8.4Hz) 


2-2-3- 

2 


TFMP 


Br 




2.15(lH,brs),4.82(2H,s),7.49(2H,d,J=8.7Hz),7. 
98(2H,d,J=8.7Hz) 


2-2-3- 

3 


TFMP 


CH 
0 




3.74(lH,t,J=7.5Hz),4.89(2H J d,J=7.5Hz),7.88(2 
H.d.J=8.lHz),7.95(2H,d ) J=8.lHz) ) 10.10(lH,s) 


2-2-3- 
4 


TFMP 


SPh 


y^-fbSc 


0.04(6H,s) ; 0.85(9H ; s),4.74(2H,s),7.11- 

7.26(5H,m) ) 7.70(2H,d ) J=8.7Hz),8.22(2H,d,J=8. 

7Hz) 



[0 15 3] 
Ut2 0] 




6 

(R 1 =4-Cl-CeH4-, R 2 = Br, 2-3-1) 

[ 5 _ (4-^nn7x^) ->fV*t , /-^-3-'f^] -*9J-fr (2-1- 
3) 2 5 1 g f V > 2 5 m 1 »TN - 7*n A ; ii < 1^ ^ F 2 . 

i 6 g^tn£, 3 s^ijr^i 6mmKfcL?zo EM^o^jvAtf 

t h k#u : ( l : 2 ) -eittBU TOft^fcSfiflifc ui. 4 

1 g#7to 9% 
[0 1 5 4] 

(2-3-2) (2-3-3) i±^ur>itmtLx-mk3i?mzm^, mm 

[0 15 5] 
[£6 7] 



No 


R 1 


R 2 


NMR 


2-3-1 


4-C1- C 6 H 4 - 


Br 


2.18(lH,t,J=6.6Hz) ) 4.82(2H,d,J=6.6Hz) ) 7.49(2H,d,J= 
8.7Hz), 7.98C2H, d, J=8.7Hz) 


2-3-2 


Me 


I 


2.H(lH,t ) J=6.6Hz) ) 2.47(3H ) s) > 4.69(2H,d,J=6.6Hz) 


2-3-3 


Et 


I 


1.30(3H,t,J=7.5Hz),2.82(2H ) q,J=7.5Hz),4.70(2H,s) 



[0 15 6] 



ffifE# 2004-3122736 



mm 2004-316251 



^-v: 105/ 



Mb 2 i] 




Me Me 




Me, 



COOEt 



OH 



MeMgBr 



##08 7 



;V] _7n/^>'- 2 -*-JV (2-4-1) 

5 _ (4-fij7;Vtn^f;V7x^;V) --f V^r^y-^- 3 - # # > ®tx ^ 
^ ( i - i - 2 ) 1. 03g ^HtKt- h7tKn77>l 0ml ^if ft? U £ * 
y-;v^±PT\ lM^fJVv^^y^A/n? F7. 3 m 1 Mx.. RlM^iS®.!--^ L 

W;»->'J*^^yH:#U : (1 : 4) tefe 



T^t K (2 — 5—1 — 1) 

(2 - 1 - 2) 4 8 8 g^M^fV^2 0 0mli:^»U t'Jy^fA^ 

nn^n^-n. 30 g**nx., IST2 2l$Rg«#Lfco ^©|«»«:y'J ft*** 

-^H'ttU s»xf^:A^t> (l : 4) t*ML, 4SfeoM H a H ^tf^o 

<t SMII L^lB^fe^ 4 . 1 4 gt#fc 0 W 8 6 % 
^-NMRCCDCh): 2.49(3H,s), 7. 79 (2H, d, J=8. 1Hz) , 7. 87(2H, d, J=8. 1Hz) , 10.23(lH,s). 
[0 15 8] 

! _ [ 4 _^ f -;v_5_ (4 - b V 7;vto^f;v7x-;v) -4 v^v-;v- 3 -A 

;]/ ] _7n;iy-l-t-^ (R 4 = Et, 2-5-2-1) 

m 1 frfc-ffrfc* (2-5-l-D 765mg £§^7- b 9 Kn 7 7 V 2 

OmlCitiU - 7 0 1 Mxf ^-7 -> 7 A 7*n v^f K 3 . 2 m 1 * ftlx., £ 

fcftfcaifcfc^Vfc^^tt-THctfU ftSxf;v:A^ty (i : 3) -e»ttiu ft 

IMb^^^-fe^lt^^ Lt 3 4 5 m g#^o W4 0 % 



$7 5% 




##M 8 

1 urn 



mSE# 2004-3122736 



mm 2004-316251 



^— -J : 106/ 



[0159] 

HtfcK (2-5-2-2) *ML/:o 
[0 16 0] 
[f£6 8] 



No 


R 4 


NMR 


2-5-2-1 


Et 


1.05(3H,t,J=7.5Hz) ) 1.92-2.04(2H,m),2.30(3H > s),4.83 
(lH,t ) J=6.6Hz),7.75(2H,t,J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


2-5-2-2 


4-F- C 6 H 4 - 


2.03(3H, s),6.03(lH, s), 7.05-7. ll(2H,m), 7.42- 
7.47(2H,m) ) 7.73(2H ) d,J=8.4Hz),7.79(2H,d,J=8.4Hz) 



[0161] 

##^!J9 

(4 5 -^e;v*o v- 4 —A — 4 y^-^v-;v- 3 -^;v) ( 

2 - 6 - 1 ) 
[0162] 
Kb 2 3 ] 




it^m ( 2 - 1 - 7 ) 1 . 66g^W;V5ml L> 1 4 0 *C"C 2 H#raflH$ 

Bftx^;v : (2 : l) -eitffiU «!BM*Iffe©ISifcLt 1. l 4 g# 

fc Q W6 6 % 

1 H-NMR(CDCh) : 1.98(3H,s), 3. 35-3. 38(4H,m) , 3. 78-3. 82(4H, m) , 4.60(2H,s). 
[0163] 
{it 2 4 ] 

R? y^-QH (A>S)MsCI, Et 3 N 



^L/ N (b>4)soci 2 , tf'J 




##i5!ll0 A'ft (LG = OMs) 

^ ^ >@£4 ^- 5 - (4-F'J7;vtn^fjV7i-;v) --fv^t7 

3 -^f^^ifjvx^f^ (R'=TFMP, R 2 = CHO, R 3 . R 4 = H, 3-1- 
1-1) 

ik&m (2 - 2 - 4 - 2) 1. 7 9 g ^ f V > 3 0 m 1 tIS L, MT^ > 
^;V^-jl/^D5^F0. 6 1 ml, b'JxWr/l. 3 8ml*J)Dx.> 1 

^^^M-feco|g H B t Lt 2. 2 1 g#7t 0 M1 2 9- 1 3 0 °C W 9 6 % 
[0164] 
mMfc (3-1-1-2) *^L3to 
[0165] 



tBIE# 2004-3122736 



mm 2004-316251 



^-v: 107/ 



ime 9] 



No 


R 1 


R 2 


NMR 


3-1-1-1 


TFMP 


CHO 


3.21(3H,s),5.58(2H,s), 7.88(2H,d,J=8.4Hz),8.01(2H,d, 
J=8.4Hz),10.14(lH,s) 


3-1-1-2 


;i/ * U 
> - 4 - 


Me 


2.01(3H,s),3.05(3H ) s),3.38-3.41(2H,m),3.79- 
3.82(2H,m), 5.16(2H,s) 



[0 16 6] 

###0 11 Bft (LG = C1) 

3-^on^f;i/-5- (4-?nn7x-;v) -^y^tV-^ (R 1 =4-Cl-Ce 
H 4 > R 2 = H, R 3 = H. R 4 = H, 3-1-2-1) 

[ 5 _ (4-^nn-7x-;v) --f .y Jr^y*-;!/- 3 - 'Ov] -*9J-fr (2-1 
-3) 1. 7 3g, ^nn*W3 0ml©»Mfi-^2. 1 g ^rSnx.. tK^T 
h''Jy> 6 3 0mg^nn*^A2ml <D*#« 3 ^tiTo Sfi? 5 B# L^o 

Wf* 7 * v * A T'l&IgM^ $*JETi&$R £ L o # tt^^S ^v"J*WnvM: 
ttU : (l : 1) «U SIBfls£'»**&i& LT 1 . 7 2 g# 

fco W9 2 % 
[0 16 7] 

(3-1-2-2) ~ (3-1-2-15) WfU^»«:^tfco 
[0 16 8] 



mtE# 2004-3122736 



Sfrffi 2004-316251 ^- : 108/ 



m7 0] 



No 


R 1 


R 2 


R 3 ,R 4 


NMR 


3-1-2-1 


4-C1- C6H 4 - 


H 


H,H 


4.64(2H,s) ) 6.63(lH,s) ) 7.46(2H,d,J=8.4 
Hz") 7 73C2H d J=8 AT^t\ 


3-1-2-2 


TFMP 


H 


H,H 


4.66(2H,s) ) 6.45(lH,s),7.75(2H,d,J=9.0 
Hz),7.91(2H,d,J=9.0Hz) 


3-1-2-3 

U JL U 


TRMP 

X X' XVXX 


XVXfcJ 


XX, XX 


^.oo^oxu,b^,^.DOv^xx,s^, /. /b^Zrl ; a, J— o.Y 
Hz),7.85(2H,d,J=8.7Hz) 


3-1-2-4 


TFMP 


CHO 


H,H 


4.89(2H,s),7.87(2H,d,J=8.7Hz),8.03(2 
H,d,J=8.7Hz),10.17(lH,s) 


a. i-9.fi 


TFMP 

X J? IVXX^ 


xvxtJ 


xx tt»+ 


1 1 C/Q"LX + T — H n LJVf\ O OA/Oil « J T rr c 

l.lo(<Sxi,t,0— i.otiz),z.6u(Zti,qa.,o—7.o, 
7.5Hz),4.93(lH,t ) J=6.6Hz),7.76(2H,t, 
J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


G - 1 - L"0 


TP 1 A/TP 

X J? 1VXJT 


ivxe 


XT /i XT 1 

C 6 H 4 - 


Z.14(,dxl,S^,b.bZ( i l±l,S),7.07- 

7.13(2H,m) ) 7.50-7.55(2H,m) ! 

7.75(2H,d,J=8.4Hz),7.81(2H,d,J=8.4H 

z) 


3-1-2-7 


TFMP 


SPh 


H,H 


4.55(2H,s),7.13- 

rr o r 7/*KXx -»-*-» "\ t to/ot-t «x t o irxr-A o oc/ 

/ vox^jm^/./o^Zrija^J-- o.7Hz),o.25( 

2H,d,J=8.7Hz) 


3-1 -2-8 


TFMP 

± A -LY.1A 


X_>Xl 


XT XX 
XX, XX 


7.35(5H,m),7.71(2H,d,J=8.7Hz) ) 7.78( 
2H,d,J=8.7Hz) 


8-1-2-9 




XT 
n 


TJ XT 

XX, XX 


Hz),7.73(2H,d,J=8.4Hz) 


3-1-2-10 




x_>x 


TT XT 
XX, XX 


4.40^x1,8^, / .ou^zii,a,d— o. /nzj, / .yy(^ 
H,d,J=8.7Hz) 


3-1-2-11 


4-Cl-C 6 H 4 - 


Et 


H,H 


1 28C3H t J=7 5Hz") 2 72f2H n J=7 fiH 
z),4.64(2H, s), 7.47(2H,d, J=8.4Hz), 7.65 
(2H,d,J=8.4Hz) 


3-1-2-12 


Br 


Me 


H,H 


2.06(3H,s) ) 4.56(2H,s) 


3-1-2-13 


If u y > - 


H 


H,H 


4.66(2H,s) ) 6.85(lH ) s),7.67(2H,d,J=6.0 
Hz),8.77(2H,d,J=6.0Hz) 


3-1-2-14 


Me 


I 


H,H 


2.49(3H,s),4.53(2H,s) 


3-1-2-15 


Et 


I 


H,H 


1.31(3H,t,J=7.5Hz),2.83(2H,q,J=7.5H 
z)4.53(2H,s) 



[0 16 9] 

1 2 

[3 -^nn^fjl/- 5 - (4-f'J7;Vtn>!fjV7x^;v) -^fy#t , /-^-4- 
'f ;v] / - ;v (3-2-1) 

[0 17 0] 
[ , fc 2 5 ] 



OH 




3-^nn^fji-5- (4- h 'j7Wn^f;V7x-;i/) - y df -y- y*- ;v - 4 - 
fs )\s^)VT^ K (3-1-2-4) 2 0 3 mg^^;-;V5ml 7jc* 
Ib*^*^ b'J7A2 1 m g *Mk.mM.\~X 2 B#F^«L7Co RiS&»ET*«*S*o 

fchiEiif 2004-3122736 



#IS 2004-316251 



^-v: 109/ 



nm'&Z-tox.? nn*M-cl(H, M^7XT^#, 

(1 : 3) -e^tBL. «fMtl^ t LX2 1 Omgf^o JR*8 7% 

[0171] 
Ut2 6] 

R 1 ) ^^/f^-f JKb R 

Vi^^CHO 2 ) Horner-Emmons RfS \ _ ^ m r 17 

JTj *)im.m.te o jjCV^" 2 



1 3 

v^^;Vf-:*#;W^ ^ 2-7JV*d-4-*^?^7x^jvxXt^ (R=3-F, R 

7 =Me, 4-1-1) 

3 - 7 ;v t n - 4- t Kn ^ y ^ > X 7 JVf t K 5 . OOg.N, N- S» # 
/«>f^nn'5. 2 9 g. HJxf;V75>4. 3 3g, N, N-^'^f ;V7< 7 
v > 4 3 6 m g, 5 0ml 3 rWL/to RJftifcKTfcfclirax., * 

fxf;vtiffiLfco «)1^7]ci5 < J:rJ ? l^0Am7K-e^#-, y7A«^ 

LT 7. 0 5 g#7t 0 W7 1 % 

1 H-NMR(CDCh) : 3.39(3H, s), 3.47(3H, s), 7. 27(7. 35 (1H, m), 7. 67(7. 74(2H, m) , 9.9 
7(1H, s). 

[0172] 
% 2 X;g Horner-Emmons jKffr 

3 _ ( 4 _^^; V ^#;v,^^ 3 -77;V^-n^^-;v) T * V > 

;L^Xt^V (R=3-F. R 17 =Me, 5-1-1) 

y^f;vf-**;v^'5 >S 2-7^tn-4-*;V?^7xx;i/xXr;V (4-1- 
1) 7. 0 5g> y^f;V*7*y»f^5. 8 9g, M'Jf7Al. 5 7g,_v 
^f)V*;VA75K7 0ml«MCl, 8 - v T^tf ^ n [5. 4. 0] ?>7*# 
-7-X75. 1 6 g*inx.> Milt? 2. 5Wl#L^o Kfcm~**Mz-t^ WW. 

I£Ti#S ^ L ^ o 5$afc £ >f V 77° n tT ;v j. - 7- ;v tr vft ?#• L , IHf Blfc^t? £ *§fe*t & £ L 
"C 7. 5 0 g#/io W8 6 % 

^-NMRCCDCls): 3.37(3H, s), 3.46(3H, s) , 3.81(3H, s), 6.39(1H, d, J=15.9Hz), 7. 
12 (1H, m), 7. 30(7. 35 (2H, m) , 7.63(1H, d, J=15.9Hz). 
[0173] 

3 _ ( 4 _^^;v7j;w^^ ;v^;v-7 r-;v- 3 -77;v^n-7^-;v) r^'J^m^ 
f-jV«7=-;V (R=3-F, R 17 =Me^ 6-1-1) 

3 _ ( 4 _^^;v-^#;w^-f ;v^3f-v- 3 -^i/tfn? jl^/w) Ty-V^M^f- 
(5-i-D 7. 0 0 g t^7i-;Vx-f;VWMft«: 2 6 5W3 0^ 

, «f5^«*fe^H B H tU7. 0 0 g#^o W10 0 % 
[0 17 4] 

|WJ#^ (6-1-2) ~ (6-1-17) ^r^L^c 
[0 17 5] 



tBfiE# 2004-3122736 



#® 2004-316251 



^-v: 110/ 



mi i] 



No 


K 


T?17 


NMR 


6-1-1 


3-F 


Me 


3.04(3H,br), 3 . 13(3H,br), 3.82(3H, s), 
6.45(lH,d,J=16.2Hz),7.26-7.31(2H,m), 
7.48-7.53(lH, m), 7.64(1H, d. J=16.2 Hz) 


6-1-2 


3-OMe 


Me 


2.95-3.20(6H,m),3.82(3H,s),3.90(3H,s), 
6.45(lH,d,J=15.9Hz),6.95-7.18(2H,m), 
7.48(lH,d, J=7.8Hz), 7.67(1H, d, J=16.2 Hz) 


6-1-3 


2-OMe 


Me 


2.96-3.18(6H,m),3.80(3H,s),3.89(3H,s), 
6.53(lH,d, J=16.2Hz),7.06-7. 13<2H,m), 
7.49(lH,d,J=8.lHz), 7.96(1H, d, J=16.2 Hz) 


6-1-4 


3-Br, 5-OMe 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.89(3H,s), 
6.45(lH,d,J=15.9Hz),7.26(lH,brs), 
7.48(lH,brs),7.59(lH, d, J=15.9Hz) 


6-1-5 


2-OMe, 6- 
OMe 


Me 


2 .90-3. 20(6H,m), 3.79(3H, s), 3.88(6H, s), 
6.73(2H,s) 6.88(1H, d, J=16.2 Hz), 
8.08C1H, d, J=16.2 Hz) 


6-1-6 


3-OEt 


Me 


1.34(3H,t,J=6.9Hz),1.43(3H,t,J=6.6Hz),2.90- 

3.30(6H,m),4.12(2H,q,J=6.9Hz), 

4.27(2H,q,J=7.2Hz),6.43(lH,d,J=15.9Hz) 

7.04(lH,d,J=1.5Hz),7.12(lH,dd,J=7.8Hz,1.8 

Hz),7.48(lH,d,J=7.8Hz) 

7.64(1H, d, J=15.9 Hz) 


6-1-7 


3-Br 


Me 


2.95-3.23(6H,m),3.81(3H,s), [ 
6.45(lH,d,J=15.9Hz),7.45(lH,dd,J=8.lHz,2. 
lHz),7.60(lH,d,J=16.2Hz), 
7.6(lH,d,J=8.1Hz), 7.81(lH,J=2.lHz) 


6-1-8 


3,5-diBr 


Me 


2.80-3.20(6H,m),3.74(3H,s), 
6.90(lH,d,J=15.9Hz),7.60(lH,d,J=15.9Hz), 

8.21(2H,s) 


6-1-9 


3Cl,50Me 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.90(3H,s), 
6.45(lH,d,J=16.2Hz),6.96(lH,d,J=1.5Hz),7. 
31(lH,d,J=1.5Hz). 7.60C1H, d, J=16.2Hz) 


6-1-10 


3-OMe, 5- 
OMe 


Me 


2.85-3.35(6H,m),3.82(3H,s), 
3.89(6H,s),6.46(lH,d,J=15.9Hz) 
6.76(2H,s),7.66(lH, d, J=15.9Hz) 


6-1-11 


2-C1 


Me 


2.90-3.20(6H,m),3.82(3H,s), 
6.44(lH,d,J=15.9Hz),7.36-7.60(2H,m), 
7.60(lH,d,J=8.lHz), 8.06(1H,J=16.2 Hz) 


6-1-12 


3-Br, 5-OEt 


Me 


1.42(3H,t,J=7.2Hz),2.85-3.35(6H,m), 

3.01(3H,s),4.10(2H,q,J=7.2Hz), 

6.43(lH,d,J=15.9Hz),6.97(lH,brs), 


6-1-13 


2-F 


Me 


2.95-3.15(6H,m),3.82(3H,s), 
6.55(lH,d,J=16.5Hz),7.26-7.33(2H,m), 
7.52(lH,d,J=7.8Hz), 7.79(lH,J=16.2 Hz) 


6-1-14 


2-Me 


Me 


2.43(3H,s),3.04(3H,br),3.09(3H,br), 3.81(3H, 

s),6.37(lH,d,J=15.9Hz),7.33-7.35(2H,m), 

7.54(lH,d,J=8.7Hz),7.94(lHm,d,J=15.9Hz) 



[0 17 6] 



{±i|jE# 2004-3122736 



#K 2004-316251 



^-v : 111/ 



mi 2] 



6-1-15 


H 


Me 


3.06(6H ( br) ) 3.81(3H ) s),6.45(lH,d,J=15.9Hz) ) 
7.51(4H,brs),7.68(lH,d,J=15.9Hz) 


6-1-16 


2-Me, 3-OMe 


Me 


3.02(3H,Br) ) 3.12(3H ) Br),3.82(3H,s) 1 3.88(3H, 
s) ) 6.37(lH,d ) J=15.9Hz),7.07(lH,s) ) 7.32(lH,s 
),7.92(lH,d,J=15.9Hz) 


6-1-17 


3-Cl 


Me 


3.05(3H,br),3.13(3H ) br) ! 3.81(3H,s),6.45(lH, 
d,J=15.9Hz),7.40(lH,dd,J=1.8Hz,8.lHz),7.5 
8-7.63(3H,m) 



[0 17 7] 

###U 1 4 (5 Kn^f-W y K-;v- l -4 ;v) »f;vx^r^ 
Wt5 0] 



BnO. 



, _ 1) NaH 

y^T\> 2) BrCH 2 C0 2 Me 

H 



BnO. 



H 2 , 10°/oPd-C 



C0 2 Me 



-C0 2 Me 



m i i@ 

( 5 > 1-4 fr) WfWL* 

5 -^>y;vt*>"f > K-;V 4 4 6 m gfD-J * 75 F 5 m 1 ^#^^7]c<^T7X 
f;V2 2 8ml £t)0x. 1 BfrtW 3 O^ti^L^o KJ&fcK 2 Tjc^nx-M^ 

TlM^^cL/io # <b ivtzmm*^ 'J*^^Dvf (f^^^;v : ^^-^ (1 : 4 
) -ev#ffi) ML, «ffBlb£*£4 0 Omgtffco W6 8 %o 

: H-NMR (CDCls) <5: 3.74(3H,s), 4.82(2H,s), 5.10(2H,s), 6.47(lH.dd, J=0. 6, 3. 3Hz) , 
6.94-7.50 (10H,m). 

(5 — \l Kn^rv^ > F-;v- 1-4 )^) IfcBM fJ^^rJV 

( 5 _^>-^;v^-dp > K-;V- 1 -4 JV) ii^H^ ^;V-xj*-r;i/ 4 0 0 mg^r b 7 t± 
KD7 7 >5ml-^^ 4 — ;V 5 m 1 Y#m^ 1 0 96^7 vtf A j?t^ 1 2 0 m g ^SD^tK* 

£ W fc-^^nv h ffim^f-fr : ^*4)-> (2 : 3) t:i#ffi) *!HRU IIIBlh^tJ £ 
2 5 6 mg#7Cc W9 2 %o 

J H-NMR (CDCh) 8 : 3.74(3H,s), 4.49(lH,s), 4.82(2H,s), 6. 44 (1H, d, J=3. 0Hz) , 6.7 
9(lH,dd,J=2.7,9.0Hz), 7. 04 (1H, d,J=2. 7Hz) , 7. 06 (1H, d, J=3. 0Hz) , 7. 10 (1H, d, J=9. 0Hz) 



[0 17 8] 

##00 1 5 

Kb 5 l ] 




Me 2 NCOCI 
Et 3 N, DMAP 



-C0 2 Me 



Vxx>~ 



Vxx> 



-C0 2 Me 



-C0 2 Me 



ttifIE# 2004-3122736 



mm 2004-316251 



^->>: 112/ 



(5-t. Fn^V'f > K-;V- 1 ;V) ^f^^f JV7 2 4mg, N, N-v^-f" 
jVfi^jW^-fil'^D'J K5 2 3mg, h'Jxf^T5>0. 5 9ml, N, N-^^f 
;V T 5 y tf U v > 4 3 m g , 'Wt>7ml CS#ft * 3 BfFal 3 0 fl-||j|#Lfco RJS 

v * A $U±T« & ^* L o £ 4 V 7°n tf ;v j. - -f * - ^ * ^ - ^t?^ 

tfi-U «IB^%*Hfe*§H B H t U4 4 3mg|/;o «4 3 % 

J H-NMR (CDCb) 5 : 3.37(3H,s), 3.48(3H,s), 3.75(3H,s), 4.84(2H,s), 6. 55 (1H, d, J= 
3.3Hz), 6.95(lH,dd,J=2.4,9.0Hz), 7. 12 (1H, d, J=3. 3Hz) , 7. 23 (1H, d, J=9. 0Hz) , 7.29(1 
H,d,J=2.4Hz). 

( 5 -=j * ^-)V^-^-i3 )V^^e4 > K-;v- l ->f ;v) SfeBM ^frx-^rrfr 2 l 

4mgt^7x- ;vx- 3 m l <Dm&m * 2 7 0 °C"e 5 i^WJl^Lfco RJSifcfcgffi 

«£Pf£. v'JA^v^y^ (s£gtx^;v : ^dr-9-> (l : 3) -eitffi) UKiaffc; 

-fr* * 1 3 9 m g W 6 5 % 

1 H-NMR (CDCb) S : 3.07(6H,s), 3.73(3H,s), 4.85(2H,s), 6. 55 (1H, d, J=3. 3Hz) , 7.1 
0(lH,d, J=3.3Hz), 7.08-7.35 (2H,m), 7.78(lH,d, J=1.5Hz). 

[0 17 9] 
### 0 1 6 

[ft5 2] 




H 1 X© 

2- (4-;fn7x-)V) f t7x>-3-*;V'f ^^f^xxr;v 

4 -T'n^E— h n^>-if > 3 . 4 9 g, "7 x >— 3 - * ^j^^IM x;v 3 . 

4 4g, rf7^f'J7xx;^7r/^7^7Al. 0, Si*'J7A2. 54 g 
N hjvxy3 5ml rol^ft* 6 0 B#K;&n&SSG Lfz 0 RCti^X^iDiSSxf 

7t 0 #6tt/i^%vV M£ (ftiftji-f-^ : (l : 6) ^i#£B) fll 

IB'fb'&W* 2.78 gftfco JR* 6 1 %o 

1 H-NMR (CDCls) 5 : 3.77(3H,s), 7. 37 (1H, d, J=5. 4Hz) , 7.56(lH.d, J=5.4Hz), 7.67(2H 
,d,J=9.0Hz), 8.26(2H,d, J=9.0Hz). 

2- (4-7^7x-jV) ft7xy-3-A^r/BI>f^r* 
&3l8mg> 2lgIt95mK 2- (4--fn7xxjV) ft7x>-3-W 
*>t^f ;vx^f^2 5 Omg, x^y-;V4. 8m 1-7X1. 2ml©M*15 
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(ftBfe^^^ : ^MT-' (1 : 2) T?»ffl) #15^**2 1 3mg#^o W 

9 6 % 0 , , T r 

! H-NMR (CDCls) a : 3.75(3H,s), 4. 23(2H,brs) , 6. 73 (2H, d, J=8. 7Hz) , 7. 15 (1H, d, J=5. 

4Hz), 7.33(2H,d,J=8.7Hz), 7. 46 (1H. d, J =5. 4Hz) . 

W> 3 X® 

2 _ (4-75y 7 x^;V) f t7i'/-3 - 9 OmgO* 

9 0ml -Mem 5. 3ml MMfe* ~ 4 V Kft® U 3Ellt hV->A 2 3 7mgO* 
»«2. 5ml HWlTUo -4tT»4 0^»m, ffiM (I I) 3. 77 
g <D7k^WL 1 5 m U BKWI ( I ) 8 2 2 m g £in£ HSUSET 2 0^ gi&T? 4 5 

m.^)V : ^s^-9-> (1 : 3) -Cvtm) m^k&m* 3 6 3 mg#/:. W4 6%o 
J H-NMR (CDCls) S : 3.76(3H,s), 4. 49 (1H, brs) , 6. 84 (2H, d, J=8. 4Hz) , 7. 19 (1H, d, J-5. 
7Hz), 7.39(2H,d,J=8.4Hz), 7. 48 (1H, d, J-5. 7Hz) . 
|g 4 Xfl 

2 _ ( 4 - y7 f JVf t * JVt 7 x - jV) ft7x>-3-A^t^f 

N N _ f ji/f t A 7 n 'J F 3 3 6 m g , h'Jxf;V7? ^0. 3 8ml 

" N ' N -y^f)V7 5; t? Uy>28mg, y t^t> 6 m 1 5ifWL/c 

v7^y7A«f, *JET«F**®*Lfco ^?r^77nf;Vi-r)V-^7- 

*-CiSfei£U LT 6 3 2 mg#7to 7 % Q 

1 H-NMR (CDCls) 5 : 3.36(3H,s), 3.48(3H,s), 3.74(3H,s), 7. 11 (2H, d, J=8. 7Hz) , 7.24 

(lH,d,J=5.4Hz), 7.50(lH,d,J=5.4Hz), 7. 51 (2H, d, J=8. 7Hz) . 

% 5 ~XM. 

2 _ (4-y^f^*)^^V7^77XJV7xx;V) f t7xy-3-*JV*'>i^ 

2 _ (4 -/7f^ft*;w^^Vt*y7xx;k) f^7xv-3-*^S^f 
;VaiX^;V6 6 Omg ty7xx;Vx-r)V6m 1 <7)TS^%£2 7 0 °C7? 1 3 0 ftm 

WLt^o R)S«^i?ai:^Pt> y'J*Wnvb (»^^;v : ^+h> (l : 4 
) KttL^ffifl^tJfc 6 0 lmgffco M9 1% 

a H-NMR (CDCls) 5 : 3. 06(6H,brs) , 3.74(3H,s), 7. 25-7. 55(6H,m) . 

mmm 1 1 

[0 18 0] 

( « - i ifc) 

2 7 ] 




|2-^f-;v-4- [5- (4-b'J7;vtn^f;V7xx.;y) -'f V^rt V— ;v — 3 
->f/l'>h**>] --7^ydf->l -ftm^^^^T-^ (R 1 = T FMP, R 2 = R 3 = R 4 
= EU R=2-Me, R 17 =Me. a-1 — l) 

[ 5 _ (4 _ >. ij 7 ;v^-n^ f;V7i-;v) ->f v^V*-;v- 3 -4 ^] *9J—li' 
(2 - 1 - 1 ) 2 4 3 mg. F'j7xxjV*770 2 6 6 mg, 4- (^n^Mx 
;v _ y x y ^ -ftBfe^ 1 7 6mgtrf7tFD77>8nil ^tK^T 
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1 1 < - (7vy-*;v#xjv) i^H^'J *J> 2 5 2 m g SrDPx.. ov»T?MT? 2 0 B#K 
» L o RtS* K * n n * ;v A fc * * in x. * o ^ * * A 

y (1 : 2) "CfciHU «IB<b'frW«:«SfejteifiifcbT2 7 Omg (JR^6 4%) #fco *K 
$6 4 

zti*mk***-^*v>v&&fc#"?&**&"i' :b 107-109 ■coshft** 

[£jftfll 2 ] 
[0181] 

( a - 2 ft) 
Mb 2 8] 




HX 



Ft "oT 
LQ = CI or OMs 



.^.COOR 17 
~ R 10 




COOR 17 



R 9 R 10 



)2-^^;v-4- [5- (4-h'J7;vtn^f;V7x-;v) 

= R 3 = R 4 = H ^ R= 2 -Me. R 9 = R 10 = H. R 17 -Et, a- 
3_^nn^f;v-5- (4 - > >j 7;vtn^f ji/7x^JV) - 
1-2-1) 2 7 7 mg. (4 -*)V*7°Y- 2 
^f;V 2 5 5mg£T-bl-hV;V5-ml U '>7A 

M All7X-e-^^-> ^ t^>7A "C|£*ft, MffiT W * 

gt->'J*^^nYK;ftU ffii^f^ : (1:6) 

5 8 m g#7to Mt£ 6 3 - 6 4 °C t$7 5% 
[flMJ 3 ] 
[0 18 2] 

ia -3m) 

[it 2 9 ] 



-^7^'/-^- 3 
(R^TFMP, R 2 
-2-1) 

^7+t^-JV (3- 
7 4 0 m g fcflllx^ 8 




COOEt 




Me 



.COOEt 



N 



Hal = Br, I 



[ 2 — 4 — [4- (4->'j7;V^n^f;V^>y'jV) -5 - (4-hU7JV 

tn^f;i/7x-;v) 7 ^ ty-;v- 3 - 'f f ;vx;v7 7 7x>^v] St 
xf;Vx7r)MHal=Br, R 1 = T FM P > R 2 -4 - HJ 7iVtnifM>y> 

^ 2 g ^ 

' Ml 1 lmg^f F7tFn77>2mlCliU 1, 2-y7*n*x^7l 6m 
g&ijn&T ^ a n h y J f;v-/7 > 9 m g £tJnx.T 5 5HWSH$L;fco K^t^ P 

-f'J7;Vin^f jM>'v ? ;V7*o5 K2 9 7mg^Jni> 3 0 5hW&ifE Lfco ^SLK*p 
£Pft, [4- [4 -7n^- 5 - (4-h'J7JVtn^f JV7xx;v) y ^-9- y*-;v- 

ffif£# 2004-3122736 



#11 2004-316251 



^-v : 115/ 



3 _^Mf;wjv7r -2-^f;v7x/^^>] @^j.^;v^^t-;v («-2- 
2 2 ) 3 0 0 mg,SS^7^A6mg, > ij nAJf ^;i/*^7 1 6 m g ?:iD 
x.4 5frmMmVfzo RJ&m'fcitiQx., ftBfexf^-eflKH, TK^i^ftlffiAtt:*^* 

, ftKxffl/ : ^*V> (1 I 9) Ti#tBU ffifBtt^fc&'feiNiffii: U 2 3 9mg# 
fco W6 8 % 

[§H»J 4 ] 
[0 18 3] 

( a - 4 ft) 

Hb3 o] 




) 4 _ [4 _7 W 5;^f^-5- (4-f'J7;vin^f;v7x-;v) ->fv* 

f^-frx.TsT-Vs (R^TFMP, R 2 = CH 2 NHnBu, R 17 =tBu, a -4-1) 
fate® ( a - 2 - 1 6 ) 2 3 8 m g , n - 7*f-;VT < > 4 3mg^^-iHml 

*#»u 1st 2 6 mmmwLtz^ imit* vm-t pj7A36m g ££nx i b#ibj«# 

Lfco SSm^7K^tn£> ^nn^iVAtiffi, toM^^v'y 

Jfl^V-y (1 : 6) fiffll, «|Bft^W*&fe«ffl*fcWfcL'C2 2 5 mg#7to JR. 

sjs 8 5 % 

[0 18 4] 

iwj^n |2-^^;v-4- [4 4 ->f 5 - (4->'J7^* 

f^^^;VJ^^r-;v (a -4 -2) fcfffco 
[HWJ 5 ] 

[0 18 5] 
(a -5m 

3 1 ] 




COOH 



j 4 _ [4 h^~>^^;v- 5 - (4-b'J7;vto^fJV7x-^) -'fV + ty 

3 -2->f^-7x;^| -ffcBfc (« - 5 - 1) 

j 4 _ [4-KK^^f^-5- (4-f'J7WO^f;V7x-;V) -'fV + t 
y*_;V_ 3 --f;l/^ h JPV] - 2-^f;V-7x;^~>| -flf Xf ;Vi^f ;V (a-2 

-11) 2 1 0 m gOf h5tK075>3ml ^^^tK*^^ b'J7Al 9 m g fcillx. 
m&-?3 R£«t:3 7^f;H OmgOf 19 t Kn75V0. 5 m 

1 M4tnx-> 55 1 6 B^raWtTCo tK<%7XT. 1 M7»fb^ 1 'J7AfS4 
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1 . 5ml in*., 5 W»Lto RJftfciftfc^ #*Bfe**nx.+ft LSI^f* 

o ^->'J*^v^7H:#U : ^y-* (2:1) t«U SaBA: 

^t^iMtLtl 7 5mg#^o 6%o i^SKif ^-'f V^ntf^ 

- r ;v ril^-« ff h h h b % m bb 

mmm e ] 

[0 18 6] 

( a - 6 m 

[ft 3 2] 




illg T/l^Mfc 

( 3 _ (4-/<>y')l't^y-3-^fil'-7x-JV) -2- [4 5 - (4 

n tf ^- >M^^^;V-x-Xt-^ (a -6- 1-1) 

7X<tTx F7tFD77>7ml ^7X*<b^ f'J9A48mg^i£> *V*-? 3 - _( 4 
-^>^;v^-^v- 3 -* f;v-7x^ji/) - 3 -^v-^o h°^>^^-;vjc^x;v 
3 7 5mgOf h5tKn75 6 m 1 £ 1 5 ^H^iST L fc Q ^fiKM L 3 - 9 n 

n ^ f - ;v _3 _^<^;v- 5 - (4 - > ij -7;v^-n^ f;V7x^;v) ->fvW-^ (3 
_ 1 _ 2 -2) 2 7 6 mg. 37^*'J7A1 8 7mg^Pi> 1 7 f$WMt*iK L/c 0 

'J*WnvH:#U fi^^-^ : ^^r^> (1 '■ 2) *e#tiiU SlsMfc£-tJ£$8"fe 
*4*fe» t Lt 5 3 0 ngftft. W 9 6 % 

!_ (4-tFD^-/-3-^f^-7x-;V) -3- [4->f-;V-5- (4-fV 
7;vtn^tf ;V7x^jv) - -i v ^v*-;v- 3 - -f ^] - 7*n;r/- i > («-6 
-2-1) 

±l2T*f#ib*L7^*x;V ( « - 6 - 1 - 1 ) 530mg Cftl4m 1 , 1 . 2 m 

o h KftU Rflfcx^ '■ (1:2) -Ci#ffi U WsBft 

1 HNMR(CDCls ) : 2. 26 (3H, s) . 2. 27 (3H, s) , 3. 07 (2H, t, 1=7. 8Hz) , 3. 48 (2H, t, J-7. 8Hz) , 6. 81 (1H 
,d,J=8.4Hz),7.74-7.85(6H,m). 

( 2 ->^;v-4- 13- [4-^^;v-5- (4->'J7;Vtn^f;i/7x-;v) 
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±m-?nbtifz7x.;~Mt&m u-6-2-1) nomgt^w^r? 

F 3 m 1 ©IIC 7'n ^ Sf^ f ;vx^ f ^ 5 5 m g v tP'^ A 50mg, 3<?lfc# 
|^y'J*y;^n-7H:#U I^m-^f-^:^^^> (i:2) Ti#ffiU HsS^« 

( 2 -^;v-4- 13 - [4-p<^;V-5- (4-HJ7WO>f^7x-^J -4 
V^-9-V*-;V- 3 --f ;v] --7°nH°^-;V| -7^yJr->) -ftBfc ( a - 6 - 4 - 1 ) 
±«B^^x;v ( a -6 -3- 1) 130rag^Tf7tKn77>4. 5mll« 
1 M7»ffc , ;^-'7 A7X«0 . 5 7ml ZinZ-MW? 1 0#^»L/i o ^V^t?7X 
^TKT, lMlglCT^Lto MJ±Tv#»MStU ^t^7ic-?ftL, *.^T*fffi 
Lfc^ H H H ^MbTfIfBjb^^ 1 1 0mg#Jt o W8 7 % e - fL£»^^~ "f V 
•/ n tf ;v - 7- )V (D M^mt^ W*£ Jl t , H ^#/:o 

7 ] 

[0 18 7] 

(a -7m 
lit 3 3] 



Me 




[ 2 -^f-;V-4- [4-^;V-5- (4-F'J7JVtD^f;V7i^V) ^V^rtV" 

3 -4 f-;u.x;l/"7 r — ;v] 7x^jl/] T-trh— b V ^ (R = CF3> X 1 = S, 
X 2 = CH 2 , a - 7 - 1 - 1) 

(3 - 1 - 2 - 3 ) 2 2 5mg, ( 4 - ^ 7 s h - 2 - ^ ^;V7 ^ T^rJ--- 
HjjH40mg, jfcWL^*yV ^ 5 8 5 m g, 7 ^ Y =■ YV ^ 5 m \ c 2 
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, Yfrx.* :fm^^ (9 5 : 5) «U mmit^^m^^tLX 3 OOmg 
#fc 0 9 2 % 

^-NMRCCDCh): 2.29(3H, s), 2.3l(3H, s), 3.63(2H, s), 4.14(2H, s) , 7. 26-7. 28(3H, 
m), 7.74(2H, d, J=8.4Hz), 7.82(2H, d, J=8.4Hz) 
[0188] 

TO< 75^^ % [2 _^ f . ;v _4_ [4 _^^; V _ 5 _ ( 4 _ j. ij 7 JVtn^fJV7x 
-fV^t > /-;V-3-'f^^ f^'>] 7^~)V] r-fe 1 - b V ^ ( « - 7 - 1 - 2 
, X x = 0) *Rt$881 Rf = 0. 25 (^v^fiy'J^^T'V-h, ffit 
: = i : 3 trSPS) o 

[0 18 9] 
m 2 Xfl 

N-nFn^v-2- [2-^;v-4- [4-^;v-5- (4 - > 'J 7;vin^f ;v 

« - 7 - 2 - 1) 

y_;V— 3 — -^;v^^;VX;V7 r— ;V] 7x^)V] T-bl— (a — 7 — 1 — 1) 3 

OOmg, EKn^y]V7r/ISl2 5 9mg, 2 8%t f'J^An^fvF 0. 7 

6 m U ^;-)H0ml Wia-fr** 2 0 J$WS«EL/£ 0 iJ±Ti#S^^*L/:t> ^ 

«JEET#«*#*Ufco SIIMfrfrWfc&feiftfti: L.T 2 9 9mg#7 v c 0 2% 
[0190] 

iwi^o^fe-e, N-^FD^fy-2- [2-^^;v-4- [4 5 - (4-h 

'J7jvtn^f^7x^;v) -i v^r-9-v*-;v- 3 ->f > ^~>] 7x-;v] T-felT5 
(« -7 -2-2. X J = 0) W5 7% 

[0191] 
H 3 XfS 

3 _ [ 2 -^f-;V-4- [4-^f-;V-5- (4 - f 'J 7JVtn^f ]V7x^^) -fV* 
3 -yf )\/^ ^-)V7,)vy r — ;v] -4H- [1, 2, 4] t*t^7 

y"- ;v- 5 - ^ > ( « - 7 - 3 - l ) 

[2 4 - [4 f^- 5 - (4-h'J7i^n^f 

;v 7x ajv) ^ v^^v*-;v- 3 — 4 ;v^f;vx;i/7r-;v] 7xxjv] T-felT^v^ 
( a _ 7 _2_ 1 ) 299mg. 1, 1' - * ;V*'-;Vv 5 ^V*- ;V 1 2 3 m g . 1 , 
g - vT^f tfv^n [5, 4, 0 ] 7 4 1 9 m g „ t 1 9 t Kn 7 7 > 

iomi ojR^tga-c 1 0f na^L^o RjM^jcSrinx., 1 m) mm-^fn Lfc 0 

5»it*">y %t*)V?w? Y KttU 1;vjc> : (9 5:5) 

m Lfco #<b *l*:slw * T-t > y x 19 m h b h L#iMfc<&» *m&m& t l-c 1 3 3 m g » 

fco JDUM 2 % 
[#£ifc« 8 ] 
[0 19 2] 

( a - 7 ft) 

3- j 2 4 - [4 -^;V-5- (4-HJ7JVtn^f;V7xx;;v) ->fV 

3 h^v] -4H- [1, 2, 4] * * ^ S> T 2> > - 

5 - * y ( « - 7 - 4 - 1 ) 

N _^^ n ^v-2- [2-^f"^-4- [4 f-;V- 5 - (4->'J7JI/*n>f 
^ 7x -;V) ^y^-9-^-;V-3-^^^^^-^] 7^-^] T4rlT5v> (a -7 
-2-2) 1 OOmg, ^fjl/7n ; E7-kt-l<5 5mgv RH-fe ">7A 1 5 5mg, v 
* f ;v^jvA7 ;F3ml (DW^m^-m:^ 2 0 B#K, 1 0 0 "C-e 1 0#P B m#L7^o RJ& 
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-feh-hV^ (95 : 5) Lmmik&m* ftmisMit LT4 0mg#/; o JR*£3 7 

% 

[0 19 3] 

(a -8^) 
Mb 3 4] 




3 _ | 2 -p{^;v-4- [4-^^;V-5- (4 - f 'J 7JVtn^f JV7i-;V) 'f V 
3 _^ > d^>] 7i^| T^UA'Bfc (R 1 =TFMP, R 2 =M 

e, R 3 =R 4 =H, R = 2-Me, R 17 = Me. a - 8 - 1 0) 

v *_ ;l/ (3 - 1 - 2 - 3) 2 2 3 mg^it) f 3 - (4-tfW-2-^f^7z^ 
) T?V JWBi ^ f" r^V 2 0 OmgOT-tl— !V^8ml ~> *7 A 3 

1 6mg^J0x. £ffi-C2 4l$IBK 6 0 t"C 3 WWUfLfco Rj&Bt*it»L, 
ETS*t/to Wfc*Lfc»at*3"; #y;v^n^ ^ixf;v:Mt> (l : 4) 

6 8mg#fco W7'4% 
[*ifef I 1 0 ] 
[0 19 4] 

(a -9m) 

[ft3 5] 




3_ |3_^],^v_4_ [4-^-f-;v- 5- (4-HJ7^tn^f^7x-^) -f 
v ^ t y_ jl ,_3_^v^f j i / XjV7 7-JV] r^V;v^^f-;v^^-r;v (R 

1 =TFMP, R 2 =Me, R 3 =R 4 =H, R= 3-OMe, R 17 = Me, a -9-8) 

3 _ ( 4 f-;i/#;w?^ W^77- 3 h^'>7x- /I/) T ^ U 
jrf^V^xJV (6-1-2) 2 2 4mg, Imo l/LtHJ7A^^fv F^^- 

#f>tL/:S$^T^>^>^V4mL(:fiL, 3-^nn^f)V-4-^f JV-5- ( 
4 _pj 7;1/; j-n>f;V7x-;v) /fy^/-^ (3-1-2-3) 2 0 9 mg, RW. 
^ 7 A 2 9 6 m g m Sat?2«PM«^Ufco RtS«Ki*4rlnix.fe», I*^^ 

X 2 2 7 m gttfco W 6 5 % 

i] 

[0 19 5] 

( a - 1 0 80 
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Ut3 6] 

R 3 R4 



3_ (4_y n ?-2-7^in7i;^y^f^) - 4 f-;V-5- ( 4 - 1 } ) V 
;i/*n^f-;V7^-;V) -fVdr^y-;V (R^TFMP, R 2 =Me, R 3 =R 4 =H, R = 2-F, X = 0, 
a ~ 1 0 - 1 - 1 ) 

(3_ 1 _ 2 _3) i. 5 g , 4-7*nt-2-7JVtn7x;-;H. 2 5 g , R^-k 
«>9A2. 1 3 g , T-tr h - h U ;V 2 0 m 1 Wjfi^WS: 7 5Stll HHflflHSLfco ^ 

y^A «ffiTM *£* L fc„ * n L > W8Al&m * % 

bULTI. 8 2 g#fCo W 7 8 % 
[0 19 6] 

ra*t* ( a - 1 0 - 1 - 2 ) ~ ( a - 1 0 - 1 - 5 ) Z&J&L-fco 
[0 19 7] 
[«7 3] 



No. 


R 


X 


NMR 


a -10-1-1 


2-F 


0 


2.35(3H,s),5.25(2H,s),7.00-7.30(3H,m), 
7.76(2H,d, J=8. 1Hz), 7.84(2H,d, J=8.lHz) 


a -10-1-2 


H 


O 


2.28(3H ) s),4.12(2H ) s),7.25-7.45(4H,m) ) 
7.74(2H,d,J=8.4Hz),7.82(2H,d,J=8.4Hz) 


a -10-1-3 


3,5-diF 


0 


2.40(3H,s) ) 5.25(2H,s),7.06-7.16(2H,m) > 
7.76(2H,d,J=8.4Hz),7.86(2H ) d,J=8.4Hz) 


a -10-1-4 


3-CF 3 


S 


2.29(3H,s) ) 4.17(2H,s),7.51(2H,d,J=8.4Hz), 

7.62(lH,dd,J=8.4Hz,2.lHz),7.74(2H,d,J=8.4Hz) ) 

7.77(lH,d,J=2.lHz),7.81(2H,d,J=8.4Hz) 


a -10-1-5 


2-CF 3 


S 


2.29(3H,s) ) 4.16(2H,s),7.43(lH,dd ) J=8.4Hz ) 2.4Hz), 

7.62(lH,d,J=8.4Hz),7.65(lH,d,J=2.4Hz), 

7.74(2H,d,J=8.7Hz),7.81(2H > d,J=8.7Hz) 



[0 19 8] 

£2I5g Heck KB 

3 _ j 3 _37; V ^-n-4 - [4-^^;v-5- (4-HJ7;vtn^f JV7x-;v) >f 

v^-9-v*-;v- 3 ->f;v^ h^v] 7x-;v| y ;vSM ^;vj^x;v (r^tfmp, r 2 

=Me, R 3 =R 4 =H, R = 3-F, X = 0, R 17 = Me, a - 1 0 - 2 - 1 ) 

3 _ (4_y ot _ 2 -7;i/tH7x/^v'>f;i') -4— ^^;V-5— (4->'J7 
Wn^f;V7x^) ^7^t7-^ ( ff -10-l-l) 0. 3 5g, 
f;H. 0 6 g. iiA"7-/7A(I I) 3 7mg, 1 'J J^;l/T 5 V 0 . 1 6 g, h V 7 
x_=.jV*^y 4 y 8 6mg. ^f^A7 5 K 2 m 1 ©il^** T^^^U^'I 3 1 0 

r;»til7jci:-ti> BSHfcv jjr * * A «ffiT«. £ L it 0 £SS & ~> U * 

^fiil iUO. 3 3 gWfco W 9 2 % 
[0 19 9] 

ffi|JE# 2004-3122736 




mm 2004-316251 



^-v^: 121/ 



(a-iift) 

at 5 3 1 



HO. 




LG 




| 5 _ [ 4 _^^;v_5_ (4- > ij ^fvW-^-S-'f 
;v^h^v] -f y K-;V- 1 ->f ^1 tWi^f-^*-^^ (R^TFMP, R 2 =Me, R 3 =R 4 = R 5 = 
R 7 = R 8 = R 20 = R 21 = H, a-11-1) 

(5 - 1 Kn* W > K-;V- 1 ->f ;v) f-;v^^-r 2 0 0mg©7* 1 - 1 V 

;v 5 m 1 3-^nn^fjV-4-^fJV-5- (4-h 1 J7Wn^f^7x-^ 

) _ ^ yiffv'- ;v 2 2 4 m g 33 J: r^^^-fe '>7A3 1 8mg £ jjnx.N Sift-P 1 5 B#Nk 

6 o °c -e i s# m 3 o ftmmw t £ 0 kbwl * m u %wl* set®* l /s 0 # ?> tL^» 

|^y'J*^->^nvM| (SHxf ^ : ^^t> (1 : 4) TtftttJ) ^IB^^-%^2 4 
3mg#fco JRsp6 7%o 
[0 2 0 0] 

( « - 1 2 m 

[it 5 4 ] 




2 _ j4_ [4-^^;w-5- (4-f'J7;vtn^f^7x-;v) ^ v ^-9- v*-^- 3 
-^f;v^f;^;v7 r 7x-M f t7i>-3-*^^vSl^f ^x^f ^ (R 1 
=TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 6 = R 7 = R 8 = H, a-12-1) 

2 _ ( 4 - y'^ f ji/ jii ;VX ;v 7 t - 7 x - ;v) f*7xV-3-*^i^ 

f jV x7r;V3 2 lmgO^^JWm 1 h V K»«t 

* y - 1 . 5 m 1 £Dn £ 3 B#M}jnf&SiK L o RJfcfc £ ^« 2 m^mm. t 

* in x. S^m^ f - ^ -ett m L o «i ABDfc-eifei^ ffiS^ ^ * ~> * A L 

, j*JET»flfc*S* LfCo # h titzmm 249mgOT-bl-l 1 J;V5ml 3 - ? 

unyf-;v-4-y^;v- 5- (4-HJ7JVtn^fjV7x^) 

2 8mg*iO f M-fe'>'7^ 3 2 3 mglriDi, 3 B$|BltJfc#Lfco RlBt^HL 

*!sB^« 3 4 9 mg#fco W 7 2 % c 
[SSJfiifll 1 2 ] 
[0 2 0 1 ] 

( ys - 1 m 



ffifE# 2004-3122736 



mm 2004-316251 



: 122/ 



[ft 3 7] 




| 2 -^;v-4- [5- (4-b'J7Wn^f^7x-^) -^7^7-^-3- 
^MfWJV77-^] -7x/4r'>| (R 1 = TFMP, R 2 = R 3 = R 4 = R 9 

= R 10 = H, R=2-Me, X : = S, /J - 1 - 2 ) 

j 2 4 - [5- (4-h'J7;vtn^f;v7x-;v) -✓f y 3^v*-;i/- 3 
-^Mf^;V77-;V] -7i7^rv'| -f^^^;i/ij^x;V (a -2-1) 226 
mg %T 1 7 t FD7 5 y 5 m 1 Ki&fllU 1 MyfcBMt'J f7A 1 m 1 fcfln*.. IfiTl 

-ffcfcfcfco - * * ^ J: «5 Wlt H H H * 2 0 6 m g W 9 7 % 

[Xttffll 1 3 ] 
[0 2 0 2 ] 
(iff — 2 ft) 
[ft 3 8] 




3_ |3_ 7; v^-n-4 - [4-^^;v-5- (4-f'J7)V*n^f ;V7x^jv) -f 
v ^^y_; V _ 3 h 7x^| T^V;vm (10) (R 1 =TFMP, R 2 =Me, R 3 = 

R 4 =H, R = 3-F, X 1 =0, R 17 = Me, 0-2-15) 

3 _ |3 _-7;i/^-n- 4 - [4-^-f-;V-5- (4 - f J 7JV*n^f ;V7x~jV) /f 
v^-9-y-;v- 3 --Ov^ 1 ^rv-] 7x-^| T ^ V ^BM r-;v (a -10-2 

- 1 ) 0 . 7 9 g , 4 N-LiOH 1. 5mK * 3mK THF 2 0ml 5 5 BET? 

4.5B*W*#L;fco lETiff^gSL, 2N-HClfcTBM£fcLfco Hi Lfcghil*3M5fe 
L/;f7-b h V J: >) #ISh b h LTUffift^ 0 . 7 g W 9 1 % 

[0 2 0 3 ] 

( /? - 3 m 

I it 5 5 ] 




| 5 _ [ 4 _^^;v-5- (4-f'J7^tn^f;l/7x^;v) 

1^>] ^ y K-;V- 1 — -f 7V} » (R 1= TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 7 = R 8 = R 20 = 
R 21 = H, b-3-1) 

m^W 2004-3122736 



mm 2004-316251 



^-v: 123/ 



|5- [4-^-^;V-5- (4-f'j7il/tn^f;V7x-;v) ^ V+t/-jl/-3 - ^ 

>2. 5ml-^^y-;V2. 5 m lWi:2l£*fjtt h y >7Av#?&0. 41mU 
ligfit2P|FWL/;o RJ£» 2 0 . 5ml iiTfcfciJnx.f^m^^flS tB 

o # <b *Lfc»iS fcT-feh^-^*^ ^ L , *|B'fl:#« * 2 0 3 mg# 

tz 0 W$ 8 7 %o 
[0 2 0 4 ] 
(/?-4ft) 

m 5 e i 




|5- [4 5 - (4-h'j7;vtn^f;V7x-;i/) ^v^tv'-^-3-^ 
JMf/^JV7 7-il'] 4 > K-;V- 1 S£lt (R 1 =TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 7 = 

R8= R2 0 = R 2 1 = H> b _ 4 _ l} 

( 5 - ^^ f jv* jVA-t^ ;vx ji/7 7 - ^^ >- K — ;v — l — I£@$y f;vx^fiv 2 
20mgO^;-^5ml #Fifcfc 2 ^7jc@Mb^ h 'J * A»«[ 3 m 1 fcijnx. 8 Hf WMfc 

mmk, ffiWt** V ^V7A L , MffiTv^K * Lfzo %h tifcnm. 1 7 7 m g </) 

7-th- HJ ;v 5 m 1 3-^nn^fjv-4-^fJV-5- (4-h'j7;vtn^ 

f^7x-;l/) -^V^rtV-JV2 0 7mg* j;CT^v7A2 9 Omg^JlDx, 6 0 

mm*$km±t&frx«mm&, mm^*v^A-ef£^u iffTii^m/: 0 %$>fi 

f;ii^y'J*7->7n-7hf nn*;u : ^ * y -;v (2 0 : l) -e?#£B) T-tr h 

IMBA^** 5 0rag#/:„ JR$s 1 5 % e 

[0 2 0 5 ] 

( /? - 5 ft) 
[ft 5 7] 




2- |4- [4-^^;V-5- (4-f'j7;vtn^f;i'7xz;v) ^ v ^^y„ ; v_ 3 
-^MfW^77"^] 7x-;V) ft7x >— 3 — fc/WaKS'Ift (R 1 =TFMP, R 2 =Me, 
R 3 =R 4 = R 5 = R 6 = R 7 = R 8 = H, b-5-1) 

2- |4- [4-^^;V-5- (4-fV7^tn^f;V7xxjv) ^ v ^y^-,v_ 3 
--fjV^f;V7 1 ;V7 7-^] -7jr-;v( ^ 7 > - 3 — * >W.* ^A'^-Ts T K> 3 4 
7 m g COT h7HKn77>7ml-^^;-;V3. 5ml Mt: 2 ^S^SHt^ 7 

a o . 4 3mi zmz-m^ 2 mmmw l?zo ki&Wli- 2 M^kmiti- h y v a mm 

0 . 1 m 1 L 6 0 r *C 1 3 0 frffiMW L ^±Pf^, 2 ft^S 1 . 

5ml t7k2 0ml 4riDx.*faj L7^|t H B H fcflMJU *8:fM£*Lfco # ftfcMJi «• T -fe 
h >-^^^>«OrS^-«-eS^^L, 1115^® £ 2 8 9 mgH^JR$8 6%, 

ffi|E# 2004-3122736 



#11 2004-316251 



^-v : 124/ 



[0 2 0 6 ] 

[0 2 0 7] 
l«74] 



No 




R1 


R2 


X1 


R3,R4 


R17 


mp 


NMR(CDC13 or DMSO-d6) 


a -1-2 


or-1 




Me 


o 


H,H 


Me 


oil 


2.29(3H f s) f 2.32(3H,s) f 3.80(3H f s) I 4.61(2H,s)5.13 
(2H,s),6.67(1 H,d,J=9.0Hz),6.79(1 H,dd,J=9.0,2.7 
Hz),6.86(1H,d,J=2JHz),7.75(2H r d,J=8.1Hz),7.8 
4(2H,J=8.1Hz) 


Of -1-3 


Qf-1 




Me 


o 


Me,Me 


Me 


oil 


1.76(6H,s),2.20(3H f s) f 2.37(3H,s),3.78(3H,s),4.56 

(2H,s),6.49-6.50(2H,m), 

6.67(1 H,m),7.75(2H,dJ=8.1 Hz) ,7.84<2H t d, J=8.1 

Hz) 



[0 2 0 8] 



tB|iE#2 004-3122736 



#H 2004-316251 



^-v: 125/ 



[*7 5] 



No 


>* 


R1 


R2 


X1 


R3.R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -2-2 


<y-2 




Me 


S 


H,H 


Et 


63-64 


1.29(3H r t,J=7.2Hz) t 2.23(3H r s),2.24(3H f s) r 4.03(2 
H,s),4.25(2H,q, J=7.2Hz),4.61 (2H,s)6.6 1 ( 1 H,d, J= 
8.4Hz),7.1 8(1 H,dd,J=8.4 T 2.1 Hz), 7.23(1 H,J=2.1 H 
z),7.74(2H,d,J=8.1 Hz),7.82(2H,d,J=8.1 Hz) 


or -2-4 


or -2 




Me 


S 


H,H 


Et 


58-59 


1 .30(3H,t J=7.2Hz),1 .91(3H,s)2.25(3H,s),3.34(4 
H f t f J=4.8Hz),3.79(4H,t,J=4.8Hz) f 3.87(2H r s),4.26 
(2H,q,J=7.2Hz),4.61 (2H,s),6.62(1 H,d, J=8.4Hz),7. 
71-7.22(2H,m) 


a' -2-5 


a -2 




Me 


O 


H r H 


Me 


112- 
113 


1.99(3H,s)2.27(3H,s),3.37(4H,t,J=4.8Hz),3.78- 
3.81(4H,m),4.60(2H l s),4.93(2H > s) T 6-65(1H r d r J=8. 
7Hz),6.76(1 H.dd, J=8 .7,3.0Hz),6.83(1 H,d J=3.0Hz 

) 


Of -2-6 


a?— 2 




rvie 


<; 
o 


H H 


Et 


oil 


1 .28(3H,t,J=7.2Hz),2.1 9(3H,s),2.24(3H,s),4.01(2 
H,s)A25(2H,q,J=7.2Hz),4.61(2H,s)6.61(1H,d,J= 
8.7Hz),7.1 8(1 H,dd,J=8.4,2.4Hz),7.22(1 H,J=2.4H 
z),7.46(2H,d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


or -2-7 


or -2 


CI 




s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz) > 2.22(3H,s),3.93(3H,s) r 4.25(2 
H,q,J=7.2Hz) r 4.61 (2H,s)6.58(1 H,d, J=9.0Hz),7.1 2 
-7. 1 4(2H f m) r 7.26-7.32(5H f m),7.42~7.45(4H,m) 


a? -2-8 


or -2 






s 


H,H 


Et 


oil 


1 .29(3H,t,J=7.2Hz),2.21 (3H,s),3.93(3H,s),4.25(2 
H,q.J=7.2Hz),4.61 (2H,s)6.57(1 H,d,J=8.1 Hz),7.07 
-7.12(2H,m),7.29- 
7.46(6H,m),7.70(2H,d,J=8.1 Hz) 


a -2-9 


af-2 




Me 


s 


H.Et 


Et 


oil 


1.07(3H,tJ=7.5Hz),1.28(3H,tvJ=7.2Hz),1.98- 
2.1 7(2H,m), 2.21 (3H,s),2.26(3H,s),4.03(1 H.dd, 
J=8.4 ? 7.5Hz) > 4.24(2H,q,J=7.2Hz),4.60(2H,s),6.57 
(1H,d,J=8.1Hz),7.09- 

7.1 4(2H,m),7.74(2H,d J=8.4Hz),7.81 (2H,d, J=8.4 
Hz) 


or -2-10 


a -2 




Me 


s 


H, 
4-F- 
C6H4 


Et 


oil 


1.28(3Kt,J=7.2Hz),2.09(3H,s),2.20(3H ( s),4.22(2 
H,q,J=7.2Hz),4.60(2H,s),5.28( 1 H,s),6.55(1 H,d, J= 
8.4Hz), 6.95~7.03(2H,m),7.06-7.1 4(2H,m),7.32- 
7.38(2H f mX7.73(2H,dJ=8.4Hz)J.80(2H I d f J=8.4 
Hz) 



[ 0 2 0 9] 



ffi|E# 2004-3122736 



mm 2004-316251 



^-v : 126/ 



mi 6] 



No 




R1 


R2 


X1 


R3,R4 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


a -2-11 


a -2 


(TV 




S 


H.H 


Et 


oil 


1.28(3H T t,J=7-2Hz) t 2.23(3H,s),4.1t(2H,s) r 4.24( 
2H,q, J=7.2Hz),4.6 1 (2H r s),4.66(2H,s;,6.6CK 1 H t d, 
J=8.4Hz),7.1 5(1 H,dd,J=8.4,2.4Hz), 7.22(1 H,d, J= 
2.4Hz) ,7.77(2H,d, J=8.1 Hz),796(2H,d, J=8.1 Hz) 


a -2-1 2 


a -2 




0^ 


S 


H.H 


Et 


oil 


1 29(3H,t J=6.9Hz),2.23(3H,s),3.82(2H t s),4.1 0( 
2H,s),4.25(2H,q, J=6.9Hz),4-61 <2H,sX6.60(1 H,d, 
J=8.4Hz),7.11- 

7.73(7H f m)J-68(2H,d,J=8.1Hz) l 7.76(2H,d,J=:8.1 
Hz) 


a -2-1 3 


a -2 






S 


H.H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.23(3H,s),3.96(2H,s),4.25( 
2H,q, J=7.2Hz),4.60(2H,s) r 6.59(1 H,d,J=8.1 Hz),7. 
07- 

7.28(7H,m),7.70(2H,d,J=9.HzX8.22(2H r d r J=9.O 
Hz) 


a -2-1 4 


ff-2 


Me 


I 


S 


H.H 


Et 


53-54 


1.29(3H,t,J=7.2Hz),2.24(3H,s),2.44(3H,s) t 3.92( 
2H,s),4.26(2H,q,J=7.2HzX4.61(2H,sX6.61(1H,d, 
J=8.4Hz) T 7.1 7(1H,dd,J=8A2.4Hz),7.1 9(1 H,d. J= 
2.4Hz) 


a -2-1 5 


or -2 






s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.25(3H,sX2.92- 
2-99(4H,rn),3.79(2H f s),4.26(2H,q,J=7-2HzX4.61( 
2H,s) I 6.61(1H > d,J=8.4Hz),7.09- 
7.26(7H,mX7.70(4H,s) 


or -2-1 6 


a -3 




OHC- 


s 


H.H 


tBu 


oil 


1.47(9H r s),2.24(3H,s) r 4.28(2H,s) f 4.51(2H,s) f 6.6 
0(1Hd,J=8.4Hz),7.18- 

7.24(2H,m),7.84(2H,d,J=8.7Hz) f 8.Q3(2H,d,J=8.7 
HzXl0.10(1H,d t J=0.6Hz) 



[0 2 10] 



#mm 2004-3122736 



mm 2004-316251 



: 127/ 



mi 7] 

< rr x v x3 



No 




R1 


R2 ; 


<1 


R3.R4 


R9 R 10 


np 


NMRCCDCI3 or DMS0-d6) 


a -2-1 7 


or -2 




Me 


S 


H,H 


Me C 
^CT^COOEt 


)ii 


1 ,23(3H.t, J=7.2Hz),1 .66(3H,d, J=6. 

3Hz),2.22(3H,sX4.02(2H,sX4.20(2 

H,q,J=7.7HzX4.71(1 H,q,J=6.9Hz) f 6 

79(2H,d,J=9.0Hz),7.33(2H,d,J=9.0 

Hz),7.74(2H,d,J=8.lHzX7.82(2H,d, 

J=8.1Hz) 


Of -2-1 B 


a -2 




Me 


s 


H.H 


Et 

^O^XJOOEt 


oil 


1 .06(3H,t,J=7.2Hz).1 .23(3H,t,J=7. 
2Hz),1.93- 

2.02(2H.m),2.22(3H.sX4.03(2H,sX4 
.16- 

4.23(2H,mX4.51(1H t tJ=6.3HzX6.8 
0(2H,d,J=9.0HzX7.32(2H,d,J=9.0H 
zX8.13(2H,d,J=8.4HzX7.82(2H > d,J 
=8.4Hz) 


a -2-1 9 


a -2 




Me 


s 


H.H 


"^cr^cooEt 


oil 


0.97(3H,t,J=7.2Hz),1 .23(3H,t,J=7. 

2HzX1 .48-1 .57(2H,m),1 .86- 

1 .96(2H,mX2.22(3H,sX4.02(2H,sX4 

.19(2H,q,J=7.2HzX4.54- 

4.58(1 H,mX6.79(2H,d.J=9.0HzX7.3 

2(2H,d,J=9.0Hz),7.74(2H,d,J=8.1H 

zX7.81(2H,d,J=8.1Hz) 


Of -2-20 


or -2 




Me 


s 


H.nPr 


^Ov^COOEt 


oil 


0.90(3H,t,J=7.2HzX1 .27(3H,t J=7. 
2Hz),1.55- 

1.62(2H.mX2.22(3H,sX2.59(2H,tJ 
=7.5HzX4.02(2H,sX4.24(2H,aJ=7. 
2HzX4.61(2H,sX6.62(1 H,d,J=8.1 H 
2X7.17- 

7.22(2H.mX7.74(2H.d,J=8.3HzX7.8 
1(2H,d,J=8.3Hz) 


ff-2-21 


a -2 




Br 


s 


H.H 


^.Ov^COOEt 


55-57 


1.29(3H,tJ=7.2Hz).2.24(3H,s),4.0 
2(2H,s) t 4.25(2H,q,J=7.2HzX4.6K2 
H,sX6.61 (1 H.d,J=8.4Hz) .7.1 9- 
7.26(2H,mX7.48(2H,d T J=9.0HzX7.9 
8(2H,d,J=9.0Hz) 


a -2-2 


2 a-2 




Br 


s 


H,H 


^Os^COOEt 




1 .30(3H,t,J=7.2HzX2.25(3H,s).4.0 
4(2H,sX4.25(2H,q,J=7.2HzX4.61(2 
H,s),6.62(1 H.d, J=8.4HzX7.1 9- 
7.23(2H,mX7.77(2H,d,J=9.0HzX8,1 
6(2H,d f J=9.0Hz) 



[0211] 



tBSE# 2004-3122736 



£j#Il 2004-316251 



^-v: 128/ 



mi si 



^COOR 



17 




No 



R1 



a -3-1 



a -3 



Me 



R2 



X1 R3.R4 



a -3-2 



Of -3 



Me 



a -3-3 



or -3 



a -3-4 



a -3 



ff-3-5 



a -3 



a -3-6 



Of -3 



ffi-3- 



Of-3 



a -3-8 



a -3 



F 3 C 



XT 



a -3-9 



a -3 



F 3 C 



XX 



a -3-10 



a -3 



S H.H 



F 3 C 



H.H 



R17 



Et 



oil 



105-107 



Me 



H.H 



Et 



H.H 



Et 



H,H 



Et 



H.H 



Et 



H.H 



H.H 



H.H 



H.H 



oil 



oil 



Et 



Et 



oil 1.29C3H, t, 0=7.2 Hz). 2.22(3H, s). 

3.83C2H. s). 4.15C2H, s). 4.25C2H. q, 
J=7.2 Hz), 4.61 (2H. s), 6.59(1 H, d, 
J=7.8Hz), 7.09-7.1 2(2H. m). 7.23(2H 
d. J=8.1Hz), 7.55(2H. d, J=8.1Hz) 
7.7 K4H, s) 



Et 



Et 



oil 



oil 



NMR(CDCl3 or DMSO-d6) 



r30(3H,t,J=7.2Hz),2.21(3Rs),2.40UH. 

s) 3.98(2H ( s),4.26(2H.q, J=7.2Hz) f 4.6l (2 

H,s),6.56(1 H,d,J=8.4Hz).7.06- 

7.1 2(2H.in),7.41 (2H,d. J=8.1 Hz).7.68(2H 

,d,J=8.1Hz) 



2 25(3H.s),2.48(3H.s),3.78(3H.s),4.59(2 

H ( s),5.01(2H ( sX6.61- 
6.72(3H.rn).7.50(2H,d.J=8.4Hz).7.68(2H 

,d.J=8.4Hz) 



1 28(3H.t.J=7.2Hz).2.21 (3H.s).3.94UH 
s ).4.25(2H.q.J=7.2Hz) 1 4.61(2H,s).6.57(1 
H d,J=8.4Hz),6.90(1 H,d,J=9.0Hz),7.07- 
7.12(2H,m).7.43(3H.m).7.56(2H.s).7.72( 
2H,d,J=8.4Hz) 



29(3H.t.J=7.2Hz).2.21(3H ( s),3.9b(2H l 
j) 4 25(2H.q,J=7.2Hz),4.61(2H.s).6.58(1 
H.d,J=9.0Hz),7.09(2H.m).7.51 



1 29(3H.t'j=7.2Hz) T 2.23(3H.s).3.8^2H. 
s).4.1 2(2H.s),4.25(2H,q).4.61<2H.s),6.59 
(1 H.d,J=8.4Hz) r 7 .09-7.1 4<6Rm),7.7 1 - 
7.72(4H,m) 



T 28(3HXJ=7.2Hz),2.1 9(3H.s).4.13(2H, 
s).4.24(2H,q.J=7.2Hz).4.56(2H.s),6.58(1 
H,d,J=8.4Hz),7.23(3H,m).7.41- 

7.42(2H.m).7.52- 
7.55(2H,m).7.77(2H,d,J=9.0Hz), 

8.30(2H.d.J=9.0Hz) 



Rf = 0.34 (EtOAc:Hexane=1 :3 



1 29(3H.tJ=6.9Hz) 1 2.23(3H.s).3.84(2H. 
s).4.15(2H.s).4.25(2H.q.J=7.2HzX4.61(2 
H.s).6.60<1 H,d.J=8.1 Hz).6.99- 
7.1 4(5H,m),7.29-7.35(1 H,m),7.70- 
.71(4H.m) 



1.29(3H.tJ=7.2Hz),2.23(3H.sX3.83(2H. 
s).4.1 4(2H.s).4.25(2H.q,J=7.2Hz).4.61 (2 
H.s).6.60(1 H.d,J=8.4Hz),7.09- 
7.1 3(2H,m),7.29-7.53(4Rm),7.7 1 (4H.s) 



[0 2 12] 



ffiSE# 2004 - 3122736 



mm 2004-316251 



^-v: 129/ 



[*7 9] 



Me 




No 




R2 


X1 


R 9 R 10 


mp 


NMR(CDCI3 or DMSO-d6) 


a -4-1 


a -4 


nBuNHCH2- 


S 


OCH2COOtBu 




0.93(3h,tJ=7.5Hz),1.33- 
1.60(13H,m).2.24(3H,s), 2.69 
(2H.t,J=6.9Hz). 

3.73(2H,s),4.1 2(2H,s),4.50(2H,s), 6.59 
(1 H.d,J=8.4Hz),7.1 5(1 H,dd,J=8.4,2.1 Hz). 
7.21(1 H, d, J=2.1Hz),7.74(2H,d,J=8.1Hz), 
8.04 (2H,d, J=8.1Hz) 


a -4-2 


a -4 




S 


OCH2COOEt 




1.29C3H.t,J— /^HzA^.^bvoH.sj.z.^Wn.nriA^. 
54(2H.s),3.68(4H,m), 

4.1 9(2H,q, J=7.2Hz),4.1 9(2H,s),4.25(2H, q, 
J=7.2 Hz),4.61(2H,s),6.61 (1 H.d,J=8.4Hz), 
7.1 8(1 H. dd, J=8.4,2.lHz),7.22(1H.m) f 

"7 7Rf9H rl I— R ^Ht-I "7 Qfif9H rf J=R 4Ht) 
/./ov,zn,u, w— o.**n^/, / .aovtn,u ( w °<" n£ / 


cc □ I 


ex a 




5 


OCHPCOOH 

vy w i w V-/ w i i 


105-107 


2.24(3H,s), 3.43(3H,s).4.1 2(2H,s), 
4.46(2H,s),4.66 (2H,s), 6.65(1 H,d, 
J-o.oHz;,/.! 0 /.z4vxn,rru,/. /oa^H, 
d.J=8.7Hz),7.88(2H,d,J=8.7Hz) 


Of -6-3-1 


a -6 


Me 


CH2CO 


OCH2COOMe 


133-134 


2.26(3H.s).2.33(3H.s),3.08(2H,tJ=7.5Hz),3. 

50(2H,tJ=7.5Hz),6.72(1H,d,J=9.0Hz)),7.72- 

7.87(6H,m). 


or -6-4-1 


a -6 


Me 


CH2C0 


OCH2COOH 


191-194 


2.27(3H.s).2.34(3H.s).3.08(2H,t,J=7.2Hz),3. 
50(2H,t.J=7.2Hz),4.72(2Ks),6.77(iad,J=9. 
0Hz),7.73~7.88(6H,m). 


a -7-2-1 


a -7 


Me 


S 


CH2CC=NH)NH0H 




MS m/e 452 (MH+) 


a -7-2-2 


or -7 


Me 


0 


CH2C(=NH)NHOH 


152-154 


2.32(6H,s).3.42(2H,s),5.17(2H.s).6.8- 
6.90(2H.m).7.14(1H.d,J=7.8Hz)J.75(2H,d,J 
=8.1 Hz),7.84(2H,d,J=8.1Hz) 
MS m/e 420 (MH+) 


a -7-3-1 


or -7 


Me 


S 


H 

N-c/ 


203- 
204.5 


2.29(3H,s),2.31 (3H,s), 
3.83(2H,s),4.06(2H,s),7.1 1 -7.22(3H,m), 
7.76(2H,d,J=8.6Hz),7.82 (2H, d.J=8.6 Hz) 


a -7-3-2 


a? -7 


Me 


O 




190-192 


2.33(6H,s),3.80(2H,s).5. 1 8(2H.s),6.86(2H r m) 
,7.1 5(1 H,d.J=8.1 Hz),7.77(2H.d,J=8.7Hz),7.8 
7(2H,d,J=8.7Hz) 


a -7-3-3 


or -7 


Me 


s 




156.5- 
158.5 


2.1 8(3H.s),2.28(3H 1 s),4.01(2H.s),4.97(2H f s), 
6.75(1 Kd,J=8.4Hz),7.1 9- 
7.21(2H l m),7.74(2H,d,J=8.4Hz),7.80(2H,d ( J 
=8.4Hz),9.93(1 H,br) 


or -7-3-4 


a -7 


Me 


o 


fi~cf 


163-165 


2.24(3Ks) f 2.32(3H,s),4.96(2H.s),5.14(2H,s). 
6.80- 

6.88(3H,m),7.75(2H,d,J=8.6Hz).7.84(2H,dJ 
=8.6Hz) 


Of -7-4-1 


a -7 


Me 


o 




166.5- 
168.5 


2.32(3H,s), 2.34(3H,s), 
3.68(2H,s),4.1 8(2H,s),5.1 9(2H.s),6.87- 
6.90(2H. m),7.12(1H,d, J=8.1Hz), 7.24 
(1H,br).7.75(2H,d.J=8.4Hz). 7.85(2H, d, 
J=8.4Hz) 



[0 2 13] 



tBiE# 2004-3122736 



#11 2004-316251 



^-v : 130/ 



[$8 0] 




.COOH 



No 




R1 


R2 


X1 


R3,R4 


mp 


NMR(CDCI3 or DMSO-d6) 


£-1-3 


£-1 


J? 


Me 


s 


H,H 


129-131 


2.24wH,s; f /.Zov k or1 t s; r 4.u^^n,s < ;,^.D /i£n, 
sX6.65(1H,d,J=8.1Hz),7.18- 
7.23(2H,mX7.74(2H,d,J=8.1HzX7.82(2H,d 
r J =8.1 Hz) 


£-1-4 


£-1 




Me 


0 


H,H 


136-138 


2.28(3H,s), 2.3 1 (3H,s;4.62uH,s; r o. 1 dun, 
s),6.71 (1 H,d, J=9.0),6.80(1 H,dd,J=9.0,2.7 
Hz),6.87(1 H,d,J=2.7Hz),7.75(2H,d,J=8.1 H 
z),7.84(2H,d,J=8.1Hz) 


£-1-6 


£-1 


cr 


Me 


s 


H f H 


134-136 


1.88(3H,s)2.15(3H,s),3.24- 
3.27(4H,mX3.67(4H,t,J=4.8HzX3.94(2H,s) 
,4.69(2H,s),6.77(1 H,d,J=8.4Hz)7.1 5- 
7.21(2H,mXl3.00(1H,brs) 


£-1-7 


£-1 




Me 


0 


H,H 


126-127 


1 .94(3H,s)2.1 7(3H,s),3.28- 
3.32(4H,m),3.67- 

3.70(4H,m) r 4.61(2H,s)A90(2H f sX6.72- 
6.86(3H,m)1 2.89(1 H,brs) 


£-1-8 


£-1 




Me 


s 


H,H 


157-159 


2.21(3H f sX2.24(3H,s),4.02(2H,sX4.66(2H, 
s),6.65(1 H,d f J=8.4Hz),7.20(1 H,dd, J=8.4,2 
.4Hz)J.22(1H,mX746(2H,d,J=9.0HzX7.63 
(2H,d,J=9.GHz) 


£-1-9 


£-1 






s 


H,H 


131-132 


2.22(3H,s),3.93(3H,sX4.66(2H,s)6.62(1H > 
d,J=9.0Hz),7. 14-7.1 6(2H,m),7.27- 
7.33(5H,m),7.42-7.45(4H,m) 


£-1- 
10 


£-1 






s 


H,H 


131-133 


2.22(3H,s),3.93(3H,sX4.67(2H,s)6.62(1H, 
d, J=8.1 Hz),7.1 0-7.1 4(2H,mX7.30- 
7.47(6H,m), 7 J0(2H,d,J=8.1 Hz) 


£-1- 
11 


£-1 


J? 


Me 


0 


Me,Me 


115-116 


1.76(6H,s),2.20(3H,s) l 2.37(3H t s) l 3.78(3H, 

s),4.56(2H,s),6.49-6.50(2H,m) f 

6.67(1 H,mX7.75(2H,dJ=8.1 Hz),7.84(2H,d, 

J=8.1Hz) 



[0 2 14] 



ffifiEijf 2004-3122736 



mm 2004-316251 



131/ 



[*8 1] 



No 




Kl 


R2 


V1 
A I 


R3 R4 




NMR(CDCI3 or DMSO-d6) 


0-1-12 


0-1 


F 3 C 


Me 


s 


H,Et 


115-117 


1 .07(3H t t,J=7.5Hz),1 .98-2.1 6(2H,mX 
2.20(3H t s),2.29(3H,s),4.04(1H I t,J=7.5Hz) 
r 4.65(2H,s) f 6.61 (1 H,d, J=8.1 HzX 7.1 0- 
7.14(2H,mX I 
7.74(2H,dJ=8.4Hz),7.81(2H,d,J=8.4H2) 


y9 -1-13 


0-1 




Me 


s 


H, 

4-F-C6H4 


110-112 


2.29(3H,sX2.20(3H,sX4.67(2H,sX5.29(1H 
f s) f 6.59(1H,d f J=8.4Hz) ? 6.96- 
/.l ov,4H ? iTV t /.oZ 

7.37(2H,mX7.73(2H,dJ=8.4HzX7.79(2H,d 
,J=8.4Hz) 


0 -1-14 


0-1 


F 3 C ^ 




s 


H.H 


138-139 


2.23(3H,s),4.1 1 (2H,s),4.66(2H,d, J=3.6),3. 
34(1 H,br.sX6.64(1 H,d,J=8.4HzX7.1 6~ 
7.29(2H,m),7.77(2H t d > J=8.4Hz),7.95(2H. 
d,J=8.4Hz) I 


0-1-15 


0-1 




MeO^ 


s 


H t H 


105-107 


2.24(3H,s) f 3.43(3H ( s)A12(2H,s),4.46C2H 
,s) f 4.66(2H,s) T 6.65(1 H,d, J=8.5HzX7.1 8- 
7.24(2H,m),7.76(2H t d,J=8.7HzX7.88(2H, 
a,o-o./nz^ 


JS -1-16 


0-1 






s 


H.H 


oil 

183-186 
(as HCisalt) 


2.23(3H,s),2.49(4H f m),3.62<2H f s),3.69(4 
H,m),4.1 8(2H,s) f 4.64(2H,sX6.65(1 H,d, J= 

o nu-."'! "7 i o 

7.21(2H,m)J.74(2H,d,J=7.8HzX790(2H,d 
r J=7.8Hz) 


/S -1-17 


0-1 


,jy 




s 


H.H 


138-139 


2.23(3H,sX3.83(2H f s) P 4.12(2H t sX4.66(2H 
,sX6.64(1H,d,J=9.0Hz)J.1 1- 
7.16(2H,mX7.24- 

7.31<m,5HX7.Q8(2H,d r J=8.4HzX7.76(2H, 
d ( J=8.4Hz) 


0 -1-18 








s 


H,H 


123-124 


2.23(3H,s),3.97(2H,sX4.67(2H P s),6.63(1H 
.d, J=8.1 HzX7-08-7.26(7H r mX 
7.7(K2H,d,J=8-4Hz) f 8-22(2H 1 d f J=8.4Hz) 


^ -1-19 




Me 


I 


s 


H,H 


126-127 


2.24(3H,sX2.44(3H,sX3.92(2H,sX4.66(2H 
,s),6.64(1 H,d,J=8.1 HzX7.1 8(2H,dd,J=8.1 , 
1 .8Hz),7.22(2H,d r J=1 .8Hz) 


0-1-20 


0-1 


Me 




s 


H,H 


oil 


2.2 1 (3H,s),2.40(3H,s) r 3.98(2H r s) t 4.66(2H 

,sX6.60(1 H,d,J=8.1 HzX7.08- 

7.1 Z(ZH,m;, /.4ZvZn,d, J— o. l Hz;, /-ooAzri, 

d,J=8.1Hz) 


0-1-21 


0-1 


Me 




o 


H.H 


153-154 


2.25(3H,sX2.49(3H,sX4.62(2H,sX5.02(2H 
,s),6.65- 

6.73(3H f m)J-50(2H\d,J=8.4HzX7.68(2H, 
d,J=8.4Hz) 


0-1-22 


0-1 






s 


H.H 


136.5-137.5 


2.22(3H,s),3.95(2H,s) r 4.67(2H,S) f 6.62(1 
H,d,J=8.1Hz),7.11- 

7.14(2H,mX7.47(2H,d r J=8.4Hz),7.60(4H r 
s),7.72(2H,d,J=8.4Hz) 


0-1-23 


0-1 


<jy 




s 


H,H 


128-129.5 


2.22(3H,sX3.95(2H,sX4.67(2H,sX6.62(1H 
,d, J=9.0Hz),7.1 3-7.1 5(2H,mX7.50- 
7.74(8H,m) 



[0 2 15] 



ffifE# 2004-3122736 



#11 2004-316251 

ims 2] 



^-v: 132/ 



No 




R1 


R2 


XI 


R3.R4 


mp 


NMRCCDC13 or DMSO-d6) 


£-1-24 


£-1 






s 


H,H 


135-136 


2.23(3H,sX3.84(2H,s),4.12(2H,s).4.67(2H 
7.14(6H,mX7.71-7.72(4H,nn) 


£-1-25 


£-1 


J? 


a— 


s 


H,H 


196-197.5 


2.1 9(3H f s),4. 1 3(2H,s),4.55(2H, s),6.63( 1 H 
,d,J==8.4HzX7.28(2H,mX 7.41- 
7.43(3H,sX7.53(2H,sX7.79(2H,d,J=8.4Hz 
X8.31(2H,d,J=8.4Hz) 


£ -1 —26 




JfY 




s 


H,H 


137-138 


2.22(3H,sX3.87(2H,sX4.16(2H,sX4.65(2H 
,s),6.63(1 H,d,J=9.0Hz),7.14- 
7.21(4H ? m),7.34- 

7 Sfi^H 7 7f\(9\A H J=8 1Hz") 7 78(2H 
d,J=8.1Hz) 


£-1-27 


£-1 




BuNHCH2- 


s 


H r H 


177-178 


0.84(3h.t f J=7.2Hz),1.22- 
1.45(4H,mX2.14(3H,sX 2.56 
(2H,t t J=7.2Hz), 

3.72(2H t s),4.27(2H,s),4.63(2H,s), 
6.76(1 H r d,J=8.4HzX7.15-7.23(2H,mX 
7.91 (2H,d,J=8.4HzX 8.08(2H,d,J=8.4Hz) 


£-1-28 


£-1 






s 


H,H 


150-152 


2.24(3H,s),2.93- 

2.30C4H f m) r 3.79(2H,s),4.67(2H P s),6.65(1 

H,d.J=8.1Hz),7.09- 

7.29(7H f m),7.70(4H f s) 


£-1-29 


£-1 






s 


H.H 


141.5-142.5 


9 9"\C\U <&\ 1 RA(9\A «=1 4 1 9(2H O 4 67(2H 
f sX6.64(1H,d,J=9.0HzX7.1 1- 
7J3<2H,mX7.24(2H,d,J=8.7Hz),7.56(2H, 
d,J=8.7Hz),7.71(4H,s) 


£-1-30 


£-1 




F 3 CC> 


s 


H r H 


130-132 


2.23(3H > s),3.85(2H r s) r 4.13(2H,s) f 4.67(2H 

r sX6.64(1H,d,J=9.6Hz),6.99- 

7.1 5(5H r m) r 7.30-7.35( 1 H,mX7.7 1 (4H,s) 


£-1-31 


£-1 






s 


H.H 


127-128.5 


2.23(3H,s),3.84(2H,s),3.84(2H,s),4.67(2H 

,sX6.63(1H,d.J=8.4Hz),7.1 1- 

7.1 4(2H,mX7.27-7.53(4H,m) T 7.7 1 (4H,s) 



10 2 16] 



ffiffiE# 2004-3122736 



#11 2004-316251 



^-v: 133/ 



IS8 3] 



No 




R1 


R2 


X1 


R6 


R 9 R 10 


mp 


NMRCCDCI3 or DMSO-d6) 


£-1-32 


£-1 




Me 


S 


H 


Me 

X 0 COOH 


121-122 


1.65(3H,d,J=6.9Hz),2.24(3H.s) f 4.0 
3(2H,s),4.77(1H.q,J=6.9Hz) 1 6.82(2 
H,d,J=9.0Hz),7.34(2H,d,J=9.0Hz),7 
74(2H d J=8 4 Hz) 7 81 (2H d J=8 4 
Hz) 


£-1-33 


£-1 




Me 


S 


H 


Et 


116-118 


1.09(3H,t,J=7.5Hz),1.99- 

2.04(2H,m),2.24(3H,sX4.03(2H,s),4 

.56- 

4.60(1 H.m),6.82(2H,d,J=8.7Hz),7.3 
3(2H,d,J=8.7Hz).7.73(2H t d.J=8.5H 
z),7.81(2H,d,J=8.5Hz) 


£-1-34 


£-1 




Me 


s 


H 


^O^COOH 


75.5- 
77.5 


0.97(3H,t,J=7.2Hz),1.50- 
1.60(2H,m).1.91~ 

2.00(2H,m),2.24(3H 1 s),4.03(2H,s),4 
.61- 

4.65(1 H,m),6.82(2H,d,J=8.7Hz).7.3 
5C2H.d,J=8.7Hz),7.73(2H,d,J=8.7H 
z),7.81(2H,d,8.7Hz) 


£-1-35 


£-1 




Me 


s 


nPr 


^CX^COOH 


85-87 


0.89(3H,t,J=7.2Hz),1.51- 

1.63(2H.m),2.24(3Hs),2.58(2H,t,J 

=7.2Hz).4.03(2H.s) t 4.66(2H,m),6.7 

0(1H,d,J=8.4Hz),7.17- 

7.24(2H,m),7.74(2H,d 1 J^8.6Hz),7.8 

1(2H t d,J=8.6Hz) 


£-1-36 


£-1 




Br 


s 


H 


^..C^COOH 


150-151 


2.24(3H.s),4.03(2H,s),4.66(2H,s),6. 
65(lH,d,J=8.4Hz),7.21-7.26 
(2H.m). 7.47 (2H,d,J=8.7Hz), 
7.97(2H,d,J=8.7Hz) 



[0 2 17] 



mfE# 2004-3122736 



#11 2004-316251 



^-v: 134/ 



ms 4] 



R 6 




No 




Rl 


R2 


X1 


R3,R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -8-1 


or -8 




Me 


0 


H.H 


H 


H 


H 


H 


DPM 




2.32(3H,s), 5.23(2H,sX 

O.^tO^ 1 r!,Q f U— 1 3.3niA / .V 1 V 1 n,5;, 

7.05(2H,d.J=9.0Hz), 7.20-7.40(1 OH.mX 
7.51(2H,d,J=8.7HzX 7.71(1 Rd,J=1 5.9Hz), 
7.75(2H.d.J=8.7HzX 7.84(2H.d,J=8.7Hz) 


or -8-2 


a -8 


(TV 


Me 


O 


KH 


OMe 


H 


H 


H 


DPM 




2.34(3H.S),3.01(3H t s).5.20(2H,s), 

6.45(1 H,d,J=15.9HzX 7.00- 

/.4K1 on,mj, /.UA l ri.s;, 

7.69(1 H.d.J=15.9Hz). 7.74(2H,d,J=8.7HzX 

7.83(2H,d.J=8.7Hz) 


a -8-3 


a -8 




C02Me 


O 


H,H 


H 


H 


H 


H 


DPM 




3.81(3Hs),5.41 (2H t s),6.46(1 H.d,J=1 6.2Hz 
X7.02- 

7.42(1 4H,mA7.52U H,a,J-o./nz;, / ./A" rl. 
d,J=16.2HzX7.78(2H l d,J=8.4Hz),a09(2K 
d.J=8.4Hz) 


tx -8-4 


a -8 




OCH2CF 
3 


o 


H,H 


H 


H 


H 


H 


Me 




4.44(2Hq,J=7.8Hz), 5.27(2H,s), 

6.47(1 Rd,J=16.2Hz), 

7.0 HI Hs//.Q4(2H,d,J-o./HzA /.^4— 

7.44(1 0Km).7.53(2H,d,J=9Hz) f 

7.71(1 H,d,J=15.9Hz), 

7.77(2H,d,J=8.4HzX8.03(2H ( d ( J=8.4Hz) 


or -8-5 


of -8 




CH20C 
H3 


o 


H,H 


H 


H 


H 


H 


DPM 




3.42(3Hs),4.50(2H.s),5.29(2H,s),6.46(lH, 
d,J=1 6.2Hz),7.01 -7.06(2H,mX7.26- 
/.41U dn,n\), /.uAl n,a,«J— a. ir\Z), f . / il,in, 
d,J=16.2Hz),7.78(2H r d,J=8.4Hz)7.93(2K 
d.J=8.4Hz). 


a -8-6 


or -8 


(TV 


H 


0 


H. 
4-F- 
C6H4 


H 


H 


H 


H 


DPM 




6.40(1 H,d,J=1 5.9Hz),6.51(1 H,s). 6.62(1 H.s 
X7.00-7.13(5H.m),7.28- 

7.56(4H.m),7.67(1 H.d,J=1 5.9Hz), 7. 70(2 H. 
d,J=8.7Hz),7.85(2Kd,J=8.7Hz) 


a -8-7 


a-B 




C02Me 


o 


H,H 


H 


Me 


H 


H 


tBu 




1 .54(9H.S),2.43(3H,S),3.81 (3H,S).5.38(2H 

,s),6.22(1 H,d,J=1 5.9Hz),6.83- 

6.91 (2Km),7.54(1 H,d,J=9.3Hz),7.78(2Hd, 

J=8.1 Hz),7.83(1 Rd,J=1 5.9HzX8-09(2H t d. 

J=8.1Hz) 


a -8-8 


or -8 




CH20C 
H3 


o 


KH 


H 


Me 


H 


H 


Me 




2.44(3H,S) r 3.42(3H.S),3.80(3H.S),4.50(2H 
,s).5.27(2H.s),6.28(1 H,d,J=1 5.9Hz),6.85- 
6.93(2H,m),7.53(lH.d,J=8.4Hz),7.74(2H,d ( 
J=8.7Hz),7.92(2H,d f J=1 5.9Hz).7.93(1 H.d, 
J=8.7Hz) 


ex -8-9 


a -8 


F ^0r 


H 


0 


H, 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.40(3H,SX3.79(3H,S) t 6.25(1 H,d,J=1 5.6H 
z),6.50(1 H,SX6.62(1 H.SX6.83- 
6.90(2HmX7.06-7.1 5(2H,mX7.46- 
7.56(3HmX7.70(2H,d,J=:8.4HzX7.83- 
7.92(3H,m) 



[0 2 18] 



mtiE# 2004-3122736 



ms 5] 



#M 2004-316251 



^-v : 135/ 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


MMR(CDCI3 or DMSO-d6) 


a -8-10 


a -8 




Me 


O 


H.H 


H 


Me 


H 


H 


Me 




2.32(3H.S).2.44(3H,S).3.80(3HS).5.21(2H 
s),6.28(1 H,d,J=1 5.9Hz),6.84- 
5.92(2H.m) ( 7.54(1H.d,J=8.4Hz).7.75(2H.d ( 
J=8.4Hz).7.84(2H,d,J=8.4Hz),7.91 (1 Hd.J 
=15.9H2) 


a -8-11 


a -8 




CH20Et 


O 


HH 


OMe 


H 


H 


H 


Me 




1.26(3H.tJ=6.9Hz),3.58(2Hq,J=6.9Hz),3. 
90(3H.s).4.60(2Hs).5.35(2Ks).6.45(1 H,d. 
J=1 5.9Hz),7.02(1 H,s).7,06- 
7.13(3H.m),7.27- 

7.42(1 0H,m),7.69(1 Rd,J=1 5.9Hz),7.77(2 
H.d,J=B.4Hz).7.94(1 H,d,J=8.1 Hz) 


a -8-1 2 


or -8 




CH20Et 


O 


H,H 


M 


ivie 


rl 


rl 


ivie 




1 23( 3H t J=6 9Hz) 2 44(3H s) 3 58(2H a 

J=6.9Hz).3.80(3H,s).4,54(2H.s).5.27(2H,s 

), 6.28(1 H.d,J=1 5.9Hz),6.87- 

6.91 (2H t m),7.54(1 H,d,J=8.1 Hz),7.77(2H f d, 

J=8.4Hz),7.92(1 H,d,J=1 5.9Hz),7.93(2H,d, 

J=8.41Hz) 


a -9-1 


a -9 




CH20C 
H3 


S 


H.H 


H 


H 


H 


H 


Me 




3.44(3H.s).3.80(3H.s),4.29(2H.s)A51(2K 
s),6.40(1 Rd, J=1 5.9Hz).7.40- 
7.47(4H,m),7.63(1 H,d,J=1 5.9Hz),7.76(2H 
dJ=8.4Hz),7.85(2H,d,J=8.4Hz) 


a -9-2 


a -9 


F ,cJCr 


Me 


s 


H,H 


OCF 

3 


H 


H 


H 


Me 




2.31 (3H,s),3.81 (3H,s),4.1 1 (2H,s),6.41 (1 H, 
d,J=15.9Hz),7.34- 

7.60(4H,m),7.74(2H,d,J=8.4Hz),7.81(2Hd. 
J=8.4Hz) 


a -9-3 


a -9 




H 


s 


H, 
4-F- 
C6H4 


H 


Me 


11 
n 


u 
n 


JVIC 




9 1*i(3h\ ^) 3 aaf3H S) 5 68(1 H S) 6 31(1 H 
,d,J=1 5.9Hz) t 6.70(1 H.SX7.01 - 
7.1 0(2H.m).7.1 2-7. 1 8(2H.m).7.39- 
7.48(3H 1 m) I 7.71(2H.d,J=8.4Hz) I 7.86(2Kd 1 
J=8.4Hz)7.86(1 Rd,J=15.9Hz) 


a -9-4 


a -9 




Me 


s 


H,H 


H 


Me 


H 


it 
n 


Me 




0 oqC«5U <^?41(?WS}3 81 C3H S) 4 1 9(2H 
,s).6.33(1 Rd,J=15.9Hz),7.22- 
7.28(2Hm).7.49(1 Rd,J=9.0Hz).7.74(1 H.d, 
J=8.4Hz).7.82(2Rd.J=8.4Hz).7.90(2Rd,J 
=1 5.9Hz) 


a -9-5 


a -9 




CH20M 
e 


s 


H,H 


H 


Me 


H 


H 


Me 




2.41 (3RS).3.44(3RS),3.81 (3Rs),4.2B(2H 
,s) > 4.50(2Ks),6.33(l Rd,J=1 5.9Hz),7.24- 
7.26(2Rm).7.49(1Rd,J=9.0HzX7.76(2Rd, 
J=9.0Hz),7.86(2H l d.J=9.0HzX7.90(1Hd.J 
=15.9Hz) 


« -9-6 


a -9 




H 


s 


H. 
4-F- 
C6H4 


H 


H 


H 


H 


Me 




3.79(3Rs),6.38(2Rd,J=1 6.2Hz).6.69(1 H,s 
),7.O2-7.08(2Rm),7.31- 
7.40(6H,m),7.60(1 H,d.J=1 6.2Hz).7.71 (2H. 
d,J=8.4Hz),7.86(2Hd I J=8.4Hz) 


a -9-7 


a -9 


..XT 


Me 


s 


H.H 


F 


H 


H 


H 


Me 




2.31(3Rs),3.81(3Rs).4.19(2H,s),6.41(1R 
d,J=15.9Hz),7.22-7.27(2Rm),7.45- 
7.50(1 H.m).7.59(1 Rd,J=1 5.9Hz),7.75(2R 
d,J=8.4Hz),7.82(2Rd,J=8.4Hz) 


a -9-8 


a -9 




Me 


s 


H.H 


OMe 


H 


H 


H 


Me 




2.28(3H,s),3.73(3H,s).3.87(3Ks).4.35(2H. 
s).6.7 1 (1 Rd. J=1 5.9Hz),7.29- 
7.47(3Rm).7.63(1 Rd,J=1 5.9Hz),7.88- 
7.97(4H,m) 



[0 2 19] 



ffilE#2 004-3122736 



#M 2004-316251 



^-y : 136/ 



[^8 6] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMS0-d6) 


a -9-9 


a -9 


..XT 


CF3 


S 


H,H 


H 


Me 


H 


H 


Me 




2.41 (3H,S) J 3,80(3H.s),4.27(2KsX6.34(1 K 
d,J=15.9Hz),7.25-7.28(2Km),7.48~ 
7.51 (1 H,d,J=8.7Hz).7.78(2Kd, J=8.4Hz),7. 
85(2H,d,J=8.4Hz),7.90(1 H,d,J=1 5.9Hz) 




-9 




CH20Et 


s 


KH 


H 


Me 


H 


H 


Me 




J=6.9Hz),3.80(3H,s) 1 4.28(2H,sX4.55(2H.s 

).6.33(1H.d.J=15.6Hz).7.23- 

7.26(2H,m),7.47- 

7.50(1 Hm),7.75(2Hd,J=8.4Hz).7.86(2Hd. 
J=8.4Hz),7.90(1 H,d.J=1 5.6Hz) 


oj _ 9— -j i 


a —9 




Me 




H H 


H 


O 
Me 


H 


H 


rviG 




s) r 6.49(1 H,d, J=1 6.2Hz),6.95- 
6.99(2Km),7.41 (1 Kd.J=8.4Hz),7.74(2Kd, 
J=B.7Hz).7.82(2H,d,J=8.7Hz),7.90(1H,d,J 
=1 6.2Hz) 


a -9-1 2 


a -9 




Me 


s 


KH 


OEt 


H 


H 


H 


Me 




1.50(3KtJ=7.2HzU31(3H.s),3.81(3H,s), 
4. 1 5(3H,q, J=7.2Hz).4. 1 9(2H,s),6.39(1 H.d f 
J=1 5.9Hz). 6.97(1 Kd,J=1 .2Hz).7.08(l H,d 

2(1 H.d,J=1 5.9Hz),7.73(2Kd,J=8.4Hz).7.8 
1(2H,d,J=8.4Hz) 


a -9-1 3 


or -9 


F 3 C ^ 


Me 


s 


KH 


OMe 


H 


Br 


H 


Me 




2.35(3H.s),3.8 1 (3Ks),3.92(3H,s),4. 1 1 (2H, 
s).6.41 (1 H,d,J=1 5.9Hz),6.93(1 H,d,J=1 .5H 

z),7.73(2Hd,J=8.4Hz).7.79(2H,d,J=8.4Hz) 


a -9-14 


of -9 




Me 


s 


KH 


H 


0 
Me 


H 


O 
Me 


Me 




2.31 (3H.S). 3.7 B(3Ks).3.88(6Ks)A23(2K 
s). 6.62(2H,s),6.82(1 H,d,J=1 6.2Hz), 
7.74(2H,d,J=8.4Hz). 

7.81 (2H,d,J=8.4Hz). 8.04(1 Kd,J=1 6.2Hz), 


a -9-1 5 


a -9 




Me 


s 


KH 


OEt 


H 


Br 


H 


Me 




1.52(3H r tJ=7.2Hz),2.35(3H,s),3.09(3H,s), 
4. 1 5(2H,s),4. 1 4(2H,q,J=7.2Hz), 6.39(1 H,d. 
J=1 6.2Hz).6.92(1 H,d,J=1 .8Hz).7.33(1 H,d. 
J=1 .8Hz),7.52(1 Kd,J=1 5.9Hz).7.73(2H,d, 
J=8.4Hz),7.79(2H,d t J=8.4Hz) 


or -9-1 6 


or -9 




Me 


s 


KH 


Br 


H 


Br 


H 


Me 




2.34(3H,S),3.81 (3H,s).4.1 6(2H,s),6.42(1 H, 
d, J=1 5.9Hz),7.48(1 H,d, J=1 5.9Hz),7.72- 
7.76(4H ( m),7.80(2Kd,J=B.7Hz) 


or -9-1 7 


a -9 




H 


s 


KH 


H 


Me 


H 


H 


Me 




2.39(3Ks),3.80(3KS),4.1 9(2H,s),6.32(1 H, 
d,J=1 5.9Hz),6.52(1 H,s),7.1 7- 
7.20(2H.m).7.40- 

7.45(3H ( mX7-67(2H,d,J=8.4Hz),7.89(1H.d l 
J=15.9Hz) 


or -9-1 8 


or -9 




H 


s 


KH 


OMe 


H 


H 


H 


Me 




3.80(3H.s) ( 3.93(3KS).4.1 8(2H,s).6.39(1 H, 
d.J=1 5.9Hz),6.54(1 H,s),7.07(1 H.dd,J=7.8, 
1 .5Hz),7.32(1 H,d,J=8.1 Hz),7.40- 
7.43(2Km),7.62(1 H r d,J=1 5.9Hz),7.64- 
7.67(2H,m) 


a -9-1 9 


a -9 




H 


s 


KH 


H 


Me 


H 


H 


Me 




2.40(3H,s).3.80(3Ks),4.21(2Ks) t 6.32(1H, 
d, J=1 5.9Hz),6.63(1 H,s),7.1 8- 
7.20(2H,m),7.47(1 H.d.J=8.7Hz),7.71<2Hd, 
J=8.4Hz),7.87(2H,d,J=8.4Hz)J.89(lKd f J 
=15.9Hz) 



[0 2 2 0] 



tBfBff 2004-3122736 



#11 2004-316251 



: 137/ 



[*8 7] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


NMRCCDCI3 or DMSO-d6) 


a -9-20 


or -9 




H 


S 


H.H 


OMe 


H 


H 


H 


Me 




3.80(3H,s).3.93(3H,s),4.20(2H,s),6.39(1H, 
j i— •< c qu^ e fidf 1 W ^ fi Q7f 1 H H .1=1 *5H 

z)J.07(1 H,dd.J=1 .5Hz.8.1 Hz),7.32(1 Rd, J 
=8.1 Hz).7.62(1 H,d.J=1 5.9Hz).7.30(2H,d,J 
=8.1HzX7.84(2Rd,J=8.1Hz) 


Of -9-21 


Of -9 




CH2GEt 


S 


H.H 


OMe 


H 


H 


H 


Me 




1 .27(3H,t,J=7,2HzX3.61 (2H,q, J=7.2Hz),3. 
8K3H lS ).3.93(3H,s)A27(2H,s).4.57(2H.s), 
6.40(1 H,d. J=1 5.9Hz).6.98(1 H.d,J=1 .5HzX 
7.09(1 H,dd.J=7.8,1 .5Hz),7.43(1 H,d,J=7.8 
Hz).7.63(1 H,d,J=l 5.9Hz),7.75(2H.d.J=8.1 
Hz),7.86(1H,d,J=8.1Hz) 


a -9-22 


a -9 




Me 


S 


H,H 


OMe 


H 


H 


Me 


Me 




2.30(3H.sX2.36(3H,s),3.82(3H,sX3.90(3H. 
s),4.1 7(2H,s).6.34(1 H.d,J=1 5.9Hz),7.00(1 
H.s).7.25(1 H.s).7.72-7.93(5H,m) 


Of -9-23 


a?-9 




CH20Me 


S 


H,H 


OMe 


H 


H 


H 


Me 




3.44(3H.s).3.81(3H,s),3.93(3H.s),4.26(2H, 
s),4.52(2H.s),6.41 (1 H,d, J=1 6.4Hz).6.98(1 
H.d,J=1 .8Hz).7.09(1 H,dd,J=1 .8Hz,8.1 Hz). 
7.43(1 H,d. J=8.1 Hz),7.63(1 H.d,J=1 5.9Hz). 
7,75(2H.d,J=8.7Hz).7.86(2H,d.J=8.7Hz) 


Of -9-24 


or -9 




Me 


S 


H,H 


CI 


H 


H 


H 


Me 




2.32(3H,s).3.81 (3H.s).4.23(2H,s) f 6.40(1 H. 
d. J=1 6.8Hz),7.37-7.41 (1 H.m).7.52- 
7.60(3H,m),7.74(2H.d.J=8,4Hz).7.81(2H,d. 
J=8.4Hz) 


a -10-2 
-2 


a-10 


F3C 


Me 


s 


H.H 


H 


H 


H 


H 


Me 




2.29(3H.s),3.80(3H.s).4.1 9(2H.s).6.40(1 H. 
d.J=1 5.9Hz).7.40-7.84(9H.m) 


or -10-2 
-1 


a-10 


F 3 C 


Me 


0 


H.H 


F 


H 


H 


H 


Me 




2.35(3H.sX3.00(3H.s),5.31(2H.s). 
6.31 (1 H,d. J=1 5.9Hz).7.1 0- ' 
7.34(3H.m).7.59(1 H.d j=1 5.9Hz).7.76(2H,d 
.J=8.1 Hz).7.84(2H,d,J=8.1Hz) 


Of -10-2 
-3 


ar-10 


f 3 c ^ 


Me 


0 


H.H 


F 


H 


F 


H 


Me 




2.41 (3H.s).3.81 (3H,s).5.32(2H.s),6.34(1 H, 
d,J=1 5.9HzX7.083(2H,dj=8.7HzX7.52(1 H, 
d.J=15.9Hz) f 7.76(2H t d.J=8.4Hz),7.86(2H ? 
d,J=8.4Hz) 


ff-10-2 
-4 


cv-10 




Me 


s 


H,H 


CF3 


H 


H 


H 


Me 




2.31 (3H T s).3.816(3H,s).4.247(2H,s),6.4 
63(1 H.d,J=1 5.9Hz).7.60-7.80(8H,m) 


a -10-2 
-5 


a-10 




Me 


s 


H,H 


H 


CF 
3 


H 


H 


Me 




2.31 (3H,s).3.82(3H.s),4.22(2H,s).6.39(1 H. 
d,J=15.9Hz) r 7.56- 

8.06(4H,m).7.74(2H,d.J=8.7Hz).7.82(2H,d, 
J=8.7Hz) 


a-X-1 






CF3 


s 


H,H 


OMe 


H 


H 


H 


Me 




3.81(3H.s),3.93(3H.s).4.25(2H,s),6.41(1H. 
d.J=1 5.9Hz)X6.91(1 H,d.J=1 .5Hz).7.07(1 H 
.dd,J=7.8Hz.1.5HzX7.41(1H.d.J=7.8HzX7. 
63(1 H,d, J=1 5.9Hz),7.77(2H.d J=8. 1 HzX7. 
83(2H.d.J=8.1Hz) 


a-X-2 






CH20CH2 
CF3 


s 


H.H 


OMe 


H 


H 


H 


Me 




3.81(3H,s).3.92(3H,s),3.96(2H,q,J=8.4Hz), 
4.25(2H.s).4.77(2H,sX6.40(1 H,d, J=1 5.6Hz 
)X6.98(1H,d.J=1 .8Hz).7.08(1 H.dd, J=7.8H 
z.1 .8Hz),7.40(1 H,d,J=7.8HzX7.62(1 H.d.J= 
15.6HzX7.76(2H.dJ=8.4HzX7.85(2H,d.J= 
8.4Hz) 



[0221] 



HitE# 2004-3122736 



#If 2004-316251 



^-v I 138/ 



[*8 8] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


VJMRCGDCI3 or DMSO-d6) 


or-X-3 






CH20CCH 
2)20Me 


s 


H 


OMe 


H 


H 


H 


Me 




3.39(3H,s),3.57-3.60(2H,m).3.69- 
3.72<2H.m).3.81(3H,s).3.92(3H,s)A28(2H 
s),4.66(2H,s),6.40(1 H.d. J=1 5.9Hz)),6.97( 
1 H.d, J=1 .8Hz),7.09(1 H,dd,J=8.1 Hz.1 .8Hz 
),7.43(1H l d,J=8.1H2),7.63C1H,d,J=15.9Hz 
),7.74(2H ( dJ=8.4Hz),7.89(2H,d,J=8.4Hz) 


Qf-X-4 






CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


Me 




0.95(3H.t,J=7.5Hz),1.59- 

1.71(2H,m) ? 3.50(2H,d l J=6.6Hz) l 3.81(3H i s 

X3.92(3H.s).4.26<2H,s),4.5B(2H.s) l 6.40(1 

H.d.J=1 5.9Hz».6.97(1 H,d,J=1 .8Hz),7.08( 

lH,dd,J=7.8Hz.1.8Hz) ( 7.42(1H,d l J=7.8Hz 

),7.63(1 H.d.J=1 5.9Hz).7.74(2H.dJ=8.1 Hz) 

,7.87(2H,d,J=8.1Hz) 


ar-X-5 






CH20nPr 


s 


H.H 


H 


O 
Me 


H 


O 
Me 


Me 




0.97(3H,t.J=7.5Hz),160- 
1.72(2H,m),3.51(2H,d l J=6.6Hz) 1 3.78(3H.s 
X3.87(6H.s),4.32(2H,s),4.57(2H,s),6.63(2 
H,s),6.81 (1 H.d,J=1 6.5Hz). 7.75(2H.dJ=8.4 
Hz),7.86(2H,d,J=8.4Hz),8.04(1 H,d,J=1 6.5 
Hz)' 


or-X-6 






Et 


s 


H,H 


H 


0 
Me 


H 


0 
Me 


Me 




1.29(3H,t.J=7.5Hz),2.76(2H.q.J=7.5Hz),3. 
78(3H.s).3.88(6H,s).4.24(2H.sX6.63(2H.s). 
6.82(1 H,d,J=1 6.2Hz),7.44(2H,dJ=8.4Hz), 
7.81 (2H,d, J=8.4Hz),8.04(1 H,d,J=1 6.2Hz) 


a -X-7 






C02H 


s 


r1,n 


H 


O 
Me 


U 
n 


r\ 
u 

Me 


iVTC 




'l Fi90\-\ n 1=1 fl 9^ ^ IRClU <z) ^88f 6H <?1 4 

»5.0^\.£rl,q t U— 1 U.£^„0. / Own,5>AOOO\un,&/,f 

.33(2H.s).6.58(2H.s),6.81 (1 H.d, J=1 6.5Hz). 
7.79(4H,brs),8.03(1 H.d, J=1 6.5Hz) 


or-X-8 




«A 


CH20CH2 
cPr 


s 


H,H 


L_l 

n 


r\ 
\J 

Me 


u 
n 


r\ 
yJ 

Me 


Me 




n 99-f! 91( 9H m) 0 63(?H m) 1 06— 

\J,£.£. \J.£. J\£.li, II l/,U. UU U.UvJ^i-l 1,111/, i.wu 

1 .1 9(1 H.m),3.40(2H,d. J=7.2Hz).3.78(3H.s 
X3.87(6H,sX4.33(2H,s).4.59(2H.s).6.63(2 
H,s),6.81(1H,d.J=16.2Hz),7.75(2H.d.J=8.4 
Hz),7.87(2H,d 1 J=8.4Hz),8.04(1 H,d,J=1 6.2 
Hz) 


Qf-X-9 




JO" 


Me 


s 


HH 


CI 


H 


H 


H 


Me 






ar-X-10 






Me 


s 


H.H 


H 


F 


H 


F 


Me 




2.30 (3H. s), 3.81 (3H. s). 4.21 (2H, s), 
6.68 (1H, d, J=16.5 Hz), 6.99 (2H, d, 
J=9.3 Hz), 7.70 (1H, d, J=16.5 Hz), 7.75 
(2H. d, J=8.4 Hz). 7.82 (2H. d, 0=8.4 Hz) 


or-X-11 






CH20Et 


s 


H,H 


H 


O 
Me 


H 


O 
Me 


Me 




1.28 (3H, t, J=6.9 Hz). 3.62 (2H, q. J=6.9 
Hz). 3.78 (3H. s). 3.88 (6H. s). 4.32 (2H, 
s), 4.58 (2H. s), 6.63 (2H, s), 6.81 (1H, d, 
J=16.5 Hz). 7.76 (2H, d, J=8.4 Hz), 7.85 
(2H. d, J=8.4 Hz). 8.04 (1H. d. J =16.5 Hz) 


ff-X-12 






Me 


s 


H.H 


Me 


H 


H 


H 


Me 






or-X-13 






Me 


s 


H.H 


H 


Me 


H 


Me 


Me 




2.21(3H,s),2.47(6H.s),3.80(3H.s),3.87(2H. 
s),6.41 (1 H,d,J=1 5.9Hz),7.24(2H.s,).7.58(1 
H,dJ=15.9Hz),7.74(2H,d,J=8.4Hz),7.80(2 
H,d,J=8.4Hz) 



[0 2 2 2 ] 
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[i8 9] 



No 




Rl 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


NMRCCDCI3 or DMSO-d6) 


Of-X-14 






Me 


S 


H.H 


H 


CI 


H 


H 


Me 






a-X-15 




F 3 C^ 


Me 


S 


H,H 


H 


F 


H 


H 


Me 






ff-X-16 




PP 0 

F 3 C — 


Me 


s 


H.H 


Me 


H 


Me 


H 


Me 






CV-X-17 






Me 


s 


H,H 


Et 


H 


H 


H 


Me 




1.21(3H,t,J=7.5Hz).2.29(3Ks).2.74(2H ? q, 
J=7.5HzX3.80(3H,s),4.1 B(2H.s),6.41 (1 H.d. 
J=1 6.2Hz).7.30~7.50(3Hm).7.63(1 H.d, J= 
1 5.9Hz),7.74(2H,d,J=8.4Hz),7.81 (2H.d,J= 
8.4Hz) 


Q'-X~18 






Me 


s 


H t H 


Et 


H 


H 


H 


Me 







[0 2 2 3 ] 



ffiSE#2 004-3122736 



mm 2004-316251 



^-y : 140/ 



[i9 0] 




No 




R1 


R2 


XI 


R3,R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDCI3 or DMSO-d6) 


£-2-1 


£-2 




Me 


O 


H,H 


H 


H 


H 


H 


224- 
224.5 


2.35(3H,s), 5.25(2H,s) r 
6.32(1 H,d,J=15.6HzX 7.07 (2 H,d. J =8. 7 Hz). 
7.54(2H,d,J=8.7Hz), 7.65(1 Kd.J=1 6.2Hz). 
7.78(2H,d,J=8.4HzX 7.88(2H,d,J=8.4Hz) 


£-2-2 


£-2 




Me 


O 


KH : 


OM 
e 


H 


H 


H 


235- 
235.5 


2.38(3Ks), 3.93(3H,s), 5.30(2Ks), 
6.33(1 H.d,J=15.9HzX 7.01-7.20(3H.m), 
7.64(1 H,d,J=15.9Hz). 7.782(2H,d,J=8.4HzX 
7.87(2H,d.J=8.4Hz) 


£-2-3 


£-2 




C02Me 


O 


KH 


H 


H 


H 


H 


201-203 


3.83(3H,s),5.43(2H,s),6.33(1 H,d,J=1 5.9Hz), 
7.06(2H ( d.J=a.7Hz).7.54(2H,d,J=8.7Hz),7.6 
6(1Kd,J=15.9Hz),7.80(2Hd,J=8.7Hz),8.10 
(2H,d,J=8.7Hz) 


£-2-4 


£-2 




Me 


S 


H.H 


H 


H 


H 


H 


214.5- 
215.5 


2.31 (3H,s). 4.25(2H,s), 7.36-7.52(4H,m), 
7.64(1 H.d. J=1 5.9Hz), 7.77(2H,d. J=8.4Hz). 
7.85(2H,d.J=8.4Hz) 


£-2-5 


£-2 




OCH2 
CF3 


O 


KH 


H 


H 


H 


H 




4.86(2H T q T J^9.0HzX 5.45(2H.s). 

6.42(1 H,d,J=15.9Hz). 7.14(2H,d,J=8.1 Hz). 

7.56(1 H,d,J=15.9Hz), 

7.69(2H,d,J=8.4Hz), 

7.97(2H,d,J=B.4Hz) t 8.07(2H,d,J=8.4Hz) 


£-2-6 


£-2 




Me 


NH 


KH 


H 


H 


H 


H 




2.26(3H.S), 4.45(2Kd,J=5.7Hz), 

6.1 8(1 H,d,J=1 5.9Hz) > 6.72(2H,d,J=8.4Hz).6. 

82-6.90(1 H,m),7.36-7.50(3H,nn), 

7.91 (2H,d,J=8.4Hz), 7.96(2H.d, J=8.4Hz) 


£ -2-7 


£-2 




CH20 
CH3 


O 


KH 


H 


H 


H 


H 


215-217 


3.43(3H.s),4.52(2Ks),5.03(2Ks).6.32(1Kd. 
J=1 5.9Hz),7.06(2H.d,J=8.7HzX7.53(2Kd r J 
=8.7Hz).7.65(1 H,d.J=1 5.9Hz),7.79(2H,d,J= 

O TU, 1 ! 7 Q'J/'OLJ A I— ft ~JUi-r\ 

0. / iiZLj, 1 .57o\tn,a,u~o. / nz./ 


£-2-8 


£-2 




H 


O 


H, 

4-F-C6H4 


H 


H 


H 


H 


211-213 


5.71(1Ks).6.38(1 Kd,J=15.9Hz).6.76(1H,sX 

7.02-7.08(2KmX7.33- 

7.50(6H,m),7.59(1 H.d.J=1 5.9HzX7.72(2H,d, 

J=8.7Hz).7.87(2H.d.J=8.7Hz) 


£-2-9 


£-2 




CH20 
CH3 


S 


H,H 


H 


H 


H 


H 


182-183 


3.45(3H,s) r 4.29(2Ks),4.52(2H,sX6.39(1 H.d, 
J=16.2HzX7.42(2H,d,J=8.7HzX7.47(2H.d.J 
=8.7Hz).7.63(1 H,d,J=1 6.2Hz),7.77(2Kd,J= 
8.1HzX7.87(2H ( d.J=8.1Hz) 


£-2- 
10 


£-2 




CQ2Me 


O 


KH 


H 


Me 


H 


H 


195-196 


2.46(3H.SX3.82(3H,SX5.40(2H.s),6.30(1 H,d 
.J=1 5.6Hz).6.85- 

6.94(2H,mX7.60(1 H,d.J=8.4HzX7.78(2Hd,J 
=8.4Hz),8.03(1 H,d.J=1 5.6Hz),8.09(2H,d,J= 
8.4Hz) 



[0 2 2 4 ] 



ffifiE# 2004-3122736 



#11 2004-316251 



^-v: 141/ 



m9 1] 



No 




R1 


R2 


X1 


R3,R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDCI3 or DMSO-d6) 


0-2- 
11 


0-2 




CH20 
CH3 


O 


H,H 


H 


Me 


H 


H 


179-180 


CDCI3 8 (300 MHz) 

2.46(3H,S),3.42(3H,S),4.51(2Ks),5.28(2Ks 

),6.30(1 H,d,J=1 5.9Hz),6.87- 

6 96(2H m) 1 59(1 H d J=8 4 Hz) 7 78(2H d J 

=8.7Hz) l 7.93(2H > d ( J=8.7HzX8.02(1H ( d f J=1 

5.9Hz) 


0-2- 
12 


0-2 




H 


O 


H, 

4-F-C6H4 


H 


Me 


H 


H 


220-221 


2.41 (3H,SX6.26(1 H,d.J=1 5.9Hz),6.51 (1 RS 
),6.62(1H,S),6.86-6.93(2H.m).7.06- 

7.58(3H,m),7.70(2H 1 d l J=9.OHzX7.86(2H,d,J 
=9.0Hz)7.97(1 H,d,J=15.9Hz) 


£-2- 
13 


0-2 




Me 


O 




u 
n 


Me 


ri 


n 


ZsJD C.SJ 1 


,J=15.6Hz),6.86- 

6.96(2H ( m),7.59(1Hd,J=8.4HzX7.76(2H.d.J 

=8.7HzX7.85(2H,d,J=8.7HzX8.02(1H,d,J=1 

5.6Hz) 


yg-2- 
14 


0-2 




Me 


s 


H.H 


OC 
F3 


H 


H 


H 


260-265 


2.30(3H,S), 4.51 (2H,sX 

6,64(1 H.d,J=1 6.2HzX 7.60(1 H.d, J=1 5.9HzX 

7.70-7.84(3H,mX7.91(2H,d.J=8.7HzX 


0-2- 
15 


0-2 




Me 


0 


H,H 


F 


H 


H 


H 


261- 
262.5 


2.30(3H,SX 5.43(2Hs), 
6.49(1 Rd,J=15.9Hz), 7.34- 
7.60(2H,mX7.54(1 H,d,J=1 5.9HzX7.71 (1 H.d. 
J=12.3HzX 7.93(2H,d,J=8.4HzX 
8.00(2H,d,J=8.4Hz), 


0-2- 
16 


0-2 




Me 


o 


H,H 


r 


rl 


r 


u 
rl 




6.6l(1H.d,J=16.2Hz), 

7.51(1 H.d l J=16.2HzX7.62(2H,d f J=9.6HzX 

7.93(2H.d,J=8.1 HzX 8.00(2H,d.J=8.1 Hz). 


0-2- 
17 


0-2 




H 


s 


H, 

4-F-C6H4 


H 


Me 


H 


H 


195-196 


2.37(3H.SX5.70(1 HS),6.32(1 H,d,J=1 5.9Hz 
X6.70(1 H.SX7.01 -7.1 0(2H,mX7.1 3- 

~t onf 9U *7 AO— 

7.52(3H I mX7.72(2H.d,J=8.4Hz),7.87(2H,d,J 
=8.4Hz)7.95(1 H,d,J=1 5.9Hz) 


0-2- 
18 


0-2 




Me 


s 


H,H 


H 


Me 


H 


H 


218-219 


2.28(3H,SX2.36(3H,S).4.42(2H,sX6.42(1H,d 

1—1 ^ QVK-A 7 94— 

7.34(2H,mX7-67(1 Rd,J=8.1 Hz).7.74(1 H,d,J 
=15.9Hz).7.91(2H,d,J=8.7HzX7.96(2Hd,J= 
8.7Hz) 


0-2- 
19 


0-2 




CH20 
Me 


s 


H,H 


H 


Me 


H 


H 


1 84.5- 
187 


2.42(3H,SX3.44(3KS),4.29(2KsX4.51(2H I s 
),6.35(1 H,d,J=1 5.9Hz),7.25- 
7.27(2H,m),7.52(1 H,d,J=9.0Hz).7.76(2Kd.J 
=8.4Hz).7.86(2H f d,J=8.4HzX7.99(1H,d,J=1 
5.9Hz) 


0-2- 
20 


0-2 




H 


s 


H, 

4-F-C6H4 


H 


H 


H 


H 


191.5- 
193.5 


5.71 (1 RsX&39(1 H,d,J=1 6.2Hz).6.69(1 H.s), 

7.02-7.08(2H,m),7.32- 

7.49(6H,m),7.63(1 H.d,J=1 6.2HzX7.71 (2H,d. 

J=8.4HzX7.86(2H,d s J=8.4Hz) 



[0 2 2 5] 
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1*9 2] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMRCCDGI3 or DMSO-d6) 


0-2- 
21 


0-2 


XT 


C02Me 


S 


H.H 


H 


Me 


H 


H 


171- 
172.5 


2.43(3H,s),3.88(3H.s),4.41 (2H.s),6.35(1 H.d. 
J=1 6.2Hz).7.27(2H.m),7.53(1 H,d, J=B.7Hz), 
7.76(2Kd.J=8.4Hz),8.00(1 H.d, J=1 6.2Hz),8. 
04(2H,d,J=8.4Hz) 


0-2- 
22 


0-2 




C02Me 


S 


H,H 


H 


H 


H 


H 


161.5- 
163 


3.88(3H,s),4.43(2H,s),6.4l (1 Rd.J=1 6.2Hz). 
7.42- 

7.50(4Hm).7.72(1 H.d.J=1 6.2Hz),7.76(2Hd, 
j=8.4Hz),8.04(2H,d.J=8.4Hz) 


0-2- 
23 


0-2 




Me 


S 


H.H 


F 


H 


H 


H 


219- 
220.5 


2.32(3H.s).4.1 9(2H,s).6.40(1 Rd,J=1 5.9Hz), 

7.23-7.27(2H,m),7.44- 

7.50(1 H.m).7.58(1 H.d.J=1 5.9Hz).7.69(2H.d, 

J=8.4Hz),7.82(2H,d,J=8.4Hz) 


0-2- 
24 


0-2 




Me 


s 


H,H 


OM 
e 


H 


H 


H 


209-210 


2,31(3Rs),3.94(3Rs),4.1 8(2H,s).6.40(1 H,d, 
J=1 5.9Hz),7.02(1 H,d,J=1 .5Hz),7.10(1 Rdd, 
J=1.5Hz,7.8Hz).7.42(lH,d,J=7.8Hz).7.63(1 
H.d,J=1 5.9Hz),7.74(2Rd.J=8.1 Hz).7.82(2H 
,d,J=8.1Hz) 


0-2- 
25 


0-2 




CF3 


s 


H.H 


H 


Me 


H 


H 


194-196 


2.42(3H,S).4.27(2H.s).6.32(1 H.d.J=1 5.9Hz) 
,7.25- 

7.28(2H.m),7.51(1 H,d,J=8.7Hz).7.79(2H,d,J 
=8.4Hz),7.88(2H.d.J=8.4Hz).7.91 (1 H.d, J=1 
5.9Hz) 


0-2- 
26 


0-2 




CH20E 
t 


s 


H,H 


H 


Me 


H 


H 


178-180 


1.27(3H.tJ=6.9Hz).2.43(3HS).3.60(2H r q,J 
=6.9Hz),4.30(2Rs) T 4.56(2Rs).6.34(1Rd,J= 
15.9Hz),7.25- 

7.28(2Rm),7.75(2H.d.J=8.4Hz),7.87(2Rd.J 
=8.4Hz),7.99(1 H,d.J=1 5. 9 Hz) 


0-2- 
27 


0-2 




Me 


s 


KH • 


H 


OM 
e 


H 


H 


199-201 


2.30(3H,S),3.89(2H.s) l 4.22(2H.s),6.47(1H.d 
,J=1 6.2Hz),6.96- 

7.00(2H.m).7.43(1 H.d.J=8.4Hz),7.75(2Rd,J 

=8.7Hz),7.82(2H,d,J=8.7Hz),7.92(1H,d,J=1 

6.2Hz) 


0-2- 
28 


0-2 




Me 


s 


H.H 


H 


OEt 


H 


H 


215-216 


1 .50(3H,t J=7.2Hz).2.31 (3H.s).4.1 6(3H.q,J 
=7.2Hz),4.20(2H,s).6.39(1 Rd,J=1 5.9Hz),6. 
99(1 H,d,J=1 .2Hz),7.10(1 Rdd,J=1 .2Hz.7.8 
Hz).7.44(1 Rd, J=7.8Hz),7.70(1 Rd,J=1 5.9H 
z),7.74(2Rd,J=8.7Hz),7.82(2H,d,J=8.7Hz) 


0-2- 
29 


0-2 




Me 


s 


H.H 


OM 
e 


H 


Br 


H 


246-247 


2.30(3H,s).3.86(3H,s),4.1 8(2H.s).6.70(1 H.d. 
J=1 5.9Hz),7.39(1 Rs),7.51 (1 Rd,J=1 5.9Hz). 
7.58(1 Rs),7.90(4H,s) 


0-2- 
30 


0-2 


XT 


Me 


s 


H.H 


H 


OM 
e 


H 


O 
Me 


176.5- 
178 


2.301 (3RS), 3.879(6Rs), 4.527(2H.s), 
6.637(1 Rd,J=16.2Hz), 
6.761 (2H.s).7.848(1 H,d.J=1 6.2Hz). 
7.906(2Rd,J=8.7Hz), 7.964(2H.d,J=8.7Hz) 


0-2- 
31 


0-2 




Me 


s 


H.H 


Br 


H 


H 


H 


220.5- 
222 


2.310(3H.S). 4.515(2Rs), 

6.535(1 H.d,J=15.9Hz). 

7.535(1 Rd,J=15.9Hz). 

7.61 5(1 H,d,J=8.4Hz),7.75-&1 0(6H,m). 


0-2- 
32 


0-2 




Me 


s 


HH 


OEt 


H 


Br 


H 


228-229 


1 .36(3Rt, J=6.6Hz),2.30(3H,s),4.1 4(2H.q.J 
=6.6Hz),4.21(2Rs) r 6.69(1Rd,J=15.6Hz),7. 
37(1 Hs),7.50(1 H,d.J=1 5.6).7.56(1 H.s).7.90 
(4H.s) 



[0 2 2 6] 
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m9 3] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMRCCDCI3 or DMSO-d6) 


33 


0-2 


XX 


Me 


S 


HH 


Br 


H 


Br 


H 


243-245 


2.33(3H,S),4.1 6(2H.s),6.41 (1 H,d.J=1 5.9Hz) 
,7.47(1 H,d,J=1 5.9Hz),7.74(2H,br.s),7.75(2 
H,d.J=8.4Hz),7.B1 (2H,d, J=8.7Hz) 


£-2- 
34 


0-2 




H 


S 


H.H 


H 


Me 


H 


H 


186-188 


2.41 (3H t S).4.20(2H,s),6.33(1 H,d,J=1 5.9Hz) 
,6.53(1 H,s).7.1 9-7.21 (2H,m),7.40- 
i Ao\Zr\,m), /.o I \ \ n,d,«J— y.unzA /.oo 
7.70(2Hm),7.98(1 H.d,J=1 5.9Hz) 


0-2- 
35 


0-2 


XX 


H 


S 


HH 


OM 
e 


H 


H 


H 


185- 
187.5 


3.94(3H,S),4.1 9(2H,s),6.39(1 H,d,J=1 5.9Hz) 
,6.54(1 Hs).7.08(1 Hdd,J=7.8,1.5Hz),7.32(l 
H,d,u— o, 1 riZ), /.4U— /.4*K<£rl,rru, /.0<C— 
7.67(2H,m),7.68(1 H,d,J=1 5.9Hz) 


£-2- 
36 


0-2 




Me 


S 


HH I 


OM 

e 


H 


O 
Me 


H 


241.5- 
242.5 


2.28(3HSX 3.78(6H,s), 4.04(2H,s), 
6.66(1 H.d,J=15.9HzX 
6.98(2Hbrs) ,7.54(1 H,d,J=1 5.9Hz), 
7.9K4H,brs; 


0-2- 
37 


0-2 




Me 


S 


HH 


OM 
e 


H 


CI 


H 


234.5- 
235.5 


2.30(3H,S), 3.06(3Hs),4.1 7(2H,s), 

6.71(1Hd,J=15.9Hz), 

7.36(1 H,brs),7.45(1 H,brs),7.52(1 H,d,J=15. 

9Hz).7.80-8.00(4H,m) 


0-2- 
38 


0-2 




H 


s 


HH 


H 


Me 


H 


H 


179.5- 
181.5 


2.40(3H,s;,4.12(2H,s; l 6.3UlH,d,J-JO.9Hz; l 
6.66(1 Hs),7.1 9- 

7.21 (2H,m),7.50(1 H,d > J=8.4),7.72(2H,d, J=8 
.1 Hz),7.87(2H,d,J=8.1 Hz),7.90(1 H,d,J=1 5.9 

) 


0-2- 
39 


0-2 




H 


s 


HH 


OM 
e 


H 


H 


H 


207-209 


3.95(3H,s).4.21 (2H,s),6.39(1 H,d,J=1 6.2Hz), 
6.68(1 H,s),7.02(1 H,d,J=1.5Hz),7.08C1 H,dd, 
J=1.5Hz ( aiHz),7.33(2H,d.J=8.1Hz),7.62(1 
Hd,J=16.2Hz),7.72(2H,d,J=8.1HzX7.86(2H 
,d.J=8.1) 


0-2- 
40 






CH20E 
t 


s 


HH 


OM 
e 


H 


H 


H 


188-190 


1,27(3H.t,J=7.2Hz),3.62(2H.q,J=7.2HzX3.9 
4(3H,s),4.28(2H,s),4.58(2H.s),6.41 (1 H.d.J- 
1 5.9Hz).7.00(1 H.d,J=1 .5Hz),7.1 2(1 H,dd,J= 
7.8,1 .5Hz),7.45(1 H,d, J=8.1 Hz),7.72(1 H,d,J 
=1 5.9Hz),7.75(2H,d,J=8. 1 Hz),7.86(1 H.d, J= 
8.1Hz) 


0-2- 
41 


0-2 




GH20E 
t 


o 


HH 


OM 

e 


H 


H 


H 


203-204 


1.21(3Ht > J=7.2Hz),3.59(2H,q,J=7.2HzX3.9 
1 0(3H,s).4.61 C2Hs) ( 5.35C2H,s; r 6.3 1 U H.d.J 
=15.9Hz),7.06- 

7. 1 4(3H,mX7.64(1 Hd, J=1 5.9Hz).7.77(2Hd. 
J =8.1 Hz).7.94(1 H,d,J=8.1 Hz) 


0-2- 
42 


0-2 




CH20E 
t 


o 


HH 


H 


Me 


H 


H 


189-191 


1.22(3Ht,J=7.2HzX2.46(3H.s),3.59(2Hq,J 

=7.2HzX4.55(2H.s),5.29(2HsX6.30(1Hd.J= 

15.9HzX6.88- 

6.93(2H,m).7.59(1Hd,J=8.7Hz),7.77(2Hd,J 

-ft 1 Wt> 7 Q4f9H A , i-R 1 \A 7 \ 8 01 ( 1 H d J=1 

5.9Hz) 


0-2- 
43 


0-2 




Me 


s 


HH 


CF3 


H 


H 


H 


236-237 


2.28(3H,S), 4.57(2H,s), 

6.69(1 H.d,J=1 5.9Hz). 7.64(1 H f d, J=1 5.9Hz), 

7.82-8.08(7Hm), 


0-2- 
44 


0-2 




Me 


s 


HH 


H 


CF3 


H 


H 


189-190 


2.30(3H,S), 4.56(2H,s), 

6.64(1 H,d,J=15.6Hz), 7.68-7.83(3H,mX 

7.91 (2Hd.J=8.7Hz), 7.97(2H.d, J=8.7HzX 

8.01(1H,d.J=8.4Hz) 



[ 0 2 2 7] 
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#11 2004-316251 
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[^9 4] 



No 




m 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDCI3 or DMSO-d6) 


0-2- 

45 


0-2 




Me 


S 


H,H 


OM 
e 


H 


H 


Me 




2.30(3H,s),2.36(3H.s),3.91 (3H,s>,4.1 7(2H. 
s).6.31 (1 H,d,J=1 5.9Hz),7.03(1 H,s),7.24(1 
H.s),7.72-7.83(4H ) m), 
7.90(1 H,d.J=15.9Hz) 


0-2- 
46 


0~2 




CH20 
Me 


S 


H.H 


OM 

e 


H 


H 


H 




3.45(3H,s),3.93(3H,sX4.26(2H,s),4.53(2H, 

sX6.39(lH,d.J=15.9Hz),7.01- 

7.1 1 (2H,m),7.42(1 H,d,J=7.8HzX7,63(1 H,d, 

J=1 5.9Hz),7.76(2H,d.J=8.1 Hz),7.86(2H,d, 

J=8.1Hz) 


0-2- 
47 


0-2 




Me 


S 


H,H 


H 


CI 


H 


H 


225- 
226 


2.29(3H,S), 4.52(2H,s), 

6.61(1H,d,J=15.9Hz). 

7.41 (1 H.dd, J=8.4Hz.t .8Hz).7.63(1 H.d, J=1 

.8HzX7.81(1H,d,J=15.9Hz) ( 7.89(1H,d.J=8. 

4Hz), 7.91(2H,d,J=8.7Hz), 

7.96(2H,d.J=8.7Hz), 


0~2~ 
49 


0-2 




Me 


S 


H,H 


H 


F 


H 


H 


221- 
222 


2.29(3H,S), 4.51 (2H,s), 
6.56(1 Rd.J=1 6.2Hz). 7.24-7.47(2H.m). 
7.59(1 H,d,vi=1 6.2HzX 7.78(1 H,t,J=8.1 Hz), 
7.90(2H,d.J=8.7Hz). 7.96(2H.d,J=8.7Hz) 


0-2- 
50 


0-2 




Me 


S 


H.H 


Me 


H 


Me 


H 


241- 
241.5 


2.1 9(3H,S). 2.39(6H,s),4.0l (2H.s), 
6.53(1 H,d.J=14.4Hz), 7.40- 
7.54(3H.m).792(4H.brs) 


0-2- 
51 


0-2 




Me 


S 


H,H 


CI 


H 


H 


H 




2.33(3H.sX4.24(2H,s),6.39(1H.d,J=15.9Hz 
X7.41 (1 H,dd,J=1 .5Hz),8.4Hz).7.53- 
7.55(2H,m) f 7.56(1 H,d,J=1 5.9Hz),7.75(2H, 
d.J=8.4Hz)/7.84(2H,d.J=8.4Hz) 


0-X-1 






CF3 


S 


H.H 


OM 

e 


H 


H 


H 


190- 
192 


3.94(3H f sX4.26(2H,s),6.42(1H,d,J=1 6.2Hz 
))7.01 (1 H,d,J=1 .5Hz).7.09(1 H.dd,J=7.8Hz, 
1 .5HzX7.43(1 H,d, J=7.8Hz),7.71 (1 H,d, J=1 
6.2Hz),7.77(2H,dJ=8.7HzX7.83(2H,d,J=8. 
7Hz) 


0-X-2 






CH20 
CH2CF 
3 


S 


H.H 


OM 
e 


H 


H 


H 


212- 
214 


3.92(3H,sX3.97(2H,q f J=8.7HzX4.25(2H,sX 
4.77(2H.sX6.39(1 H,d, J=1 6.2Hz)X7.0O(1 H, 
d, J=1 .5HzX7.09(1 H.dd, J=7.8Hz,1 .5Hz).7. 
40(1 H.d,J=7.8Hz),7.62(1 H,d, J=1 6.2Hz),7. 
76(2H.d J=8.1 HzX7.85(2H,d.J=8.1 Hz) 


0-X-3 






CH20( 
CH2)2 
OMe 


s 


H 


OM 

e 


H 


H 


H 


146- 
148 


3.39(3H,sX3.57-3.60(2H,mX3.69-3.72 
(2H,m) ( 3.93(3H.s).4.29(2H,sX4.66(2H f sX6. 
40(1 H.d, J=1 5.9Hz)X6.99(1 H,d.J=1 .8Hz),7. 
1 1 (1 H.dd. J=7.8Hz.1 .5Hz),7.45(1 H.d, J=7.8 
Hz),7.71 (1 H.d.J=1 5.9Hz),7.74(2H,dJ=8.4 
HzX7.89(2H.d,J=8.4Hz) 


0-X-4 






CH20n 
Pr 


s 


H,H 


OM 

e 


H 


H 


H 


174- 
176 


0.96(3H,tJ=7.5Hz).1 .60-1 .72(2H.m). 
3.51(2H.d,J=6.6HzX3.94(3H.s).4.28(2H.sX 
4.57(2H.s).6.41 (1 H.d.J=16.2Hz)),7.00(1 H, 
d,J=1 .8HzX7.1 2(1 Rdd. J=7.8Hz, 1 .8Hz),7. 
45(1 H,d,J=7.8Hz).7.72(1 H,d, J=1 6.2Hz),7. 
75(2H,dJ=8.4Hz),7.87(2H.d,J=8.4Hz) 


0-X-5 






CH20n 
Pr 


s 


H.H 


H 


OMe 


H 


OMe 


1 ee- 
is? 


0.97(3H f t.J=7.5Hz) t 1 61-1 .72(2H,m) ? 
3.52(2H.d.J=6.6HzX3.89(6H,sX4.33(2H.sX 
4.57(2H.sX6.63(2H.sX6.82(1 H.d, J=1 6.5Hz 
).7.75(2H,dJ=8.4Hz).7.85(2H.d,J=8.4Hz),8 
.14(1H.d,J=16.5Hz) 



[0 2 2 8 ] 
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[«t9 5] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


mp 


MMR(CDCI3 or DMSO-d6) 


£-X-6 




f 3 c^ 


Et 


S 


H.H 


H 


OMe 


H 


OMe 


174- 
175 


1.29(3H,t t J=7.5Hz).2.76(2H,q I J=7.5Hz),3. 
S9(6H t s).4.25(2H.s).6.63(2H,s),6.83(1H ( d l 
J=1 6.5Hz),7.74(2H,dJ=8.4Hz),7.81 (2H,d. 
J=8.4Hz),8.1 4(1 H,d,J=1 6.5Hz) 


£ -X-7 




F 3G i^ 


C02H 


S 


H,H 


H 


OMe 


H 


OMe 


219- 
221 (d 
ec) 


3.74(2H.s),.3.87C6H.s),4.35(2H,s).6.61(2H. 
s).6.80(1 H.d.J=1 6.2Hz),7.76(2H,d,J=8.4H 
z),7.85(2H.d,J=8.4Hz).8.05(1 H,d,J=1 6.5H 
z) 


£-X-8 






0H2O 
CH2cP 
r 


S 


H,H 


H 


OMe 


H 


OMe 


165- 
167 


0.22-0.27(2H,m),0.57-0.63(2H,m).1.06- 
1 .1 9(1 Km),3.40(2H,d,J=6.9Hz),3.89(6H,s) 
A34(2H.s),4.60(2H,s).6.63(2H.s).6.82(1H. 
d,J=16.2Hz)J.75(2H,d,J=8.4Hz),7.87(2H, 
d, J=8.4Hz),8.1 3(1 H,d, J=1 6.2Hz) 


/3-X-9 






Me 


S 


H,H 


CI 


H 


H 


H 


219- 
220 




£-X- 
10 






Me 


S 


H,H 


H 


F 


H 


F 


215- 
217 


2.29(3H,s),4.57(2H,s),6.51 (1 H.d, J=1 6.5Hz 
),7.35(2H.d, J=9.9Hz),7.48(1 H,d.J=1 6.5Hz) 
,7.91 (2H.d, J=8.4Hz),7.96(2H,d, J=8.4 Hz) 


/S-X- 

11 




JO" 

F 3 C^ 


CH20E 
t 


S 


H.H 


H 


OMe 


H 


OMe 


147- 
148 


1 .1 6(3H,t, J=6.9Hz),3.56(2H.q t J=6.9Hz).3. 
87(6H,s).4.53 (2H.s). 4.58 (2H,s).6.63 (1H. 
d. J=1 6.2Hz).6.76(2H.s).7.84(1 H,d.J=1 6.2 
Hz).7.94(2H,d,J=8.4Hz),8.01(2H.d.J=8.4H 

z) 


/3-X- 
12 






Me 


s 


H.H 


Me 


H 


H 


H 


196- 
198 




jB-x- 

13 




F 3 C^ 


Me 


s 


HH 


H 


Me 


H 


Me 


248- 
249 


2. 1 9(3H.s).2.38(6H.s),4.52(2H.s).6.54(1 H. 
d. J=1 5.9Hz).7.46(2H.s.),7.48(1 H.dJ=1 5.9 
Hz),7.92(4H,brs) 


£-x- 

14 






Me 


s 


H,H 


H 


CI 


H 


H 


225- 
226 


2.29(3H,s),4.52(2H.s),6.61(lH,d,J=15.9Hz 
X7.41 (1 H.d. J=8.4Hz).7.63( 1 H.t.J=1 .8Hz). 
7.89(1 H.d.J=8.4Hz).7.91 (2H.d,J=8.7Hz),7. 
96(2H,d,J=8.7Hz) 


£-X~ 
15 




F 3 C J ^ 


Me 


s 


H.H 


H 


F 


H 


H 


221- 
222 


2.29(3H,s).4.5U2H,s).6.56(lH.d.J=16.2Hz 
).7.24-7.47(2H.m). 

7.59(1 H.d, J=1 6.2Hz),7.78(1 H.t, J=8.1 Hz)7 
.90(2H,d,J=8.7Hz).7.96(2H.d,J=8.7Hz) 


/?-X- 
16 




F 3 C^ 


Me 


s 


H,H 


Me 


H 


Me 


H 


241- 
241.5 


2.1 9(3H,s),2.39(6H.s),4.01 (2H.s).6.53(1 H. 

d,J=14.4Hz),7.40- 

7.54(3H,m),7.92(4H.brs) 


/3-X- 
17 




F 3C XT 


Me 


s 


H.H 


Et 


H 


H 


H 


198.5 
199.5 


1.14(3H,t,J=7.2Hz).2.28(3H.s).2.66(2H,q, 

J=7.2Hz).4.41(2H.s) J 6.52(1H.d,J=15.9Hz), 

7.50-7.62(4H,m) 

7.90(2H.d.J=8.7Hz),7.94(2H.d,J=8.7Hz) 


18 




F^ 


CONH2 


s 


H,H 


H 


OMe 


H 


OMe 


226- 
227 


1.04(3H.t,J=6Hz),3.87(6H.s),4.55(2H,s).6. 
64(1 H.d, J=1 6.2Hz),6.73(2H.s).7.84(1 H.d.J 
=16.2Hz).7.80- 

8.14(2H,m).7.94(2H,d,J=8.4Hz),8.04(2H.d, 
J=8.4Hz) 



[0 2 2 9] 



miiE# 2004-3122736 



#11 2004-316251 



^-y: 146/ 



[*9 6] 




No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


R17 


mp 


NMR(CDC13 or DMSO-d6) 




Of-11 




Me 


0 


H,H 


H 


H 


H 


H 


H 


H 


H 


Me 




2.34(3H,s),3.75(3H,s),4.83(2H,s) 

6.97(lH,dd,J=2.4,9.0Hz),7.08(l 
H,d,J=3.0Hz),7.16(lH4 > J=9.0H 
z),7.27(lH,d,J=2.4Hz),7.75(2H, 
d,J=9.0Hz),7.85(2H,d,J=9.0Hz). 


Qf-XX-1 






Me 


O 


H,H 


H 


H 


H 


Me 


H 


H 


H 


Et 




1 .21 (3H,t,J=7.2Hz),1 .8CK3H,d,J=7.2H, 

z),2.34(3H.s),4.16(2H.q,J=7.2Hz).5.0 

7(1 H.q. J=7.2Hz).5.22(2Rs),6.51 (1 H. 

d,J=3.0Hz).6.95(1H,dd.J=8.7,2.4Hz), 

7.25(3H).7.74(2H.d.J=8.7Hz).7.84(2H 

,d,J=8.7Hz) 


Of-XX-2 






Me 


O 


H T H 


H 


H 


H 


nP 
r 


H 


H 


H 


Et 




0.93(3H,t.J=7.2Hz),1.22(3H,t,J=7.2H 
z),1 ,23(2H),2.1 7(2H),2.34(3Rs)A1 5( 
2H,q.J=7.2Hz),4.92(1H,dd.J=9.3.6.3H 
z).5.22(2H.s),6.51 (1 H.d. J=3.3Hz),6.9 
5(1H,dd.J=9.0,2.4Hz),7.26(3H),7.74(2 
H,d,J=8.4Hz),7.84(2H,d.J=8.4Hz) 


Qf-XX-3 






GH20Et 


S 


H,H 


H 


H 


h 


H 


H 


H 


H 


Me 




1.25(3Ht,J=6.9Hz).3.56(2Rq.J=6.9H 
z).3.74(3H,s),4.18(2H,s),4.47(2H,s),4. 
83(2H,s) r 6.50(1H.dd.J=3.0,0.9Hz),7.0 
9(1 H,d,J=3.0Hz).7.1 7(1 H.d, J=8.7Hz) t 
7.31 (1 H f dd,J=8.7,1 .8Hz),7.74(3H),7.8 
B(2H,d,J=8.7Hz) 


Q--XX-4 






CH20nP 
r 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 




a94(3H f t,J=7.2Hz),1.63(2H),3.46(2H, 
t.J=6.6Hz),3.74(3H,s).4.18(2H,s).4.46 
(2H,s),4.83(2H,s) f 6.50(1H,dd,J=3.0.0. 
9Hz),7.09(1 H,d,J=3.0Hz).7.1 7(1 H.d.J 
=8.4Hz),7.30(1 H,dd,J=8.4.1 .8Hz).7.74 
(3H).7.89(2H,d,J=8.7Hz) 


Qf-XX-5 






Me 


o 


H.H 


Me 


H 


H 


H 


H 


H 


H 


Me 




2.33(3H.s),2.45(3H,s),3.74(3H,s),4.82 
(2H.s).5.1 7(2Rs).6.53(1 H,d, J=3.3Hz) 
,7.04(2H.s),7.08(1H.d,J=3.3Hz),7.46( 
2H.d,J=8.7Hz).7.67(2H.d,J=8.7Hz) 


Df-XX-6 






Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 




2.18(3H.s).3.74(3H,s).4.07(2H,s),4.83 
(2H.s).6.50(1H.dd.J=3.3.0.6Hz),7.08( 
1 H.d, J=3.3Hz),7.1 7(1 H.d. J=8.7Hz),7. 
29(1 H.dd,J=8.7,1 .8Hz),7.44(2H.d,J=S 
.7Hz),7.62(2H,d,J=8.7Hz).7.74(1H,d.J 
=1.8Hz) 


a -XX- 7 






Me 


o 


H,H 


Me 


H 


H 


H 


H 


H 


H 


Me 




2.34(3H.s),2.45(3H.s).3.74(3H.s) 1 .4.8 
2(2H.s).5.1 7(2H.s).6.53(1 H.d.J=3.0H 
z),7.O4(2H.s).7.08(1H.d,J=3.OHz),7.3 
4(2H.d,J=9.0Hz).7.76(2H.d.J=9.0Hz) 



[ 0 2 3 0] 



ffifiE# 2004-3122736 



#11 2004-316251 



^-vl 147/ 



[*9 7] 



No 




R1 


R2 


X1 


R3,R4 


R5 


R7 


R8 


R9 


RIO 


R20 


R21 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


a-XX-8 




FaC^ 


CH=NOE 
t 


O 


H.H 


Me 


H 


H 


H 


H 


H 


H 


Me 




1.25(3H.t,J=7.2Hz),2.47(3H,sX3.75(3 
H,s).4.13(2H,q,J=7.2Hz) t 4.83(2H.s).5. 
ooViM.SAD.DoU M.dd.J— j.o.U.bnZA fX> 
7(3HX7.77(2H,d,J=8.1Hz),7-93(2H t d, 
J=8.1Hz),8.23(1H,s) 


a-XX-9 






CH20nP 
r 


O 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 




0.92(3H.t,J=7.2Hz),1.57- 
1.68(2H,m),3.50(2H,d,J=6.6Hz),3.74( 
3H,s),4.57(2H,s),4.83(2H,s).5.28(2H,s 
),6.51 (1 H,dd,J=3.3Hz,J=0.9Hz)X6.96( 
1 H.dd, J=8.7Hz, J=2.4Hz),7.08(1 H.d.J 
=3.3Hz).7.1 6(1 H,d. J=9.0Hz),7.26(1 H. 
d.J=0.9Hz),7.76(2H.dJ=8.lHz).7.97(2 
H,d,J=8.1Hz) 


Of -XX- 
10 




jy 


CH20C 
H2cPr 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 




0.19-0.24(2H,m) f 0.53- 
O.6O(2H.m).1.03- 

1.1 6(1 H.mX3.35(2H.d,J=7.2HzX3.74( 
3H f s),4.19(2H,s),4.48(2H l s),4.83(2H,s 
),6.50(1H,dd,J=3.3Hz,0.9Hz),7.08- 
7.31(3H,m),7.72- 
7.75(3H.m).7.90(1 H,d. J=8.7Hz) 


Of -XX- 

11 




jy 


Me 


s 


H,H 


H 


H 


H 


H 


H 


Me 


Me 


Me 




2.1 8(3H,s),2.1 9(3H r s),2.29(3H,s),.3.7 
3(3H,sX4.08(2H,sX4.76(2H,s),7.07(1 
H i d t J=8.7Hz),7.22(1H,dd l J=8.7Hz.J= 
1 .5Hz)J.57(1 H,d.J=1 ,5Hz),7.71- 
7.81(4H,m) 


or-xx- 

12 






CH20Et 


s 


H,H 


H 


H 


H 


H 


H 


Me 


Me 


Me 




1 .24(3H,t, J=6.9Hz),2.1 8(3H,s),2.29(3 
H,s).3.56(2H,q,J=6.9Hz)..3.73(3H,s),4 

1 H,d. J=8.4Hz) ,7.22(1 H,dd.J=8.4Hz,J 
=1 .5HzX7.58(1 H.d,J=1 .5Hz),7.74(2H, 
d.J=8.1 Hz).),788(2H.d. J=8.1 Hz) 


a -XX- 
13 




,jy 


CH=NOE 
t 


s 


H,H 


H 


H 


H 


H 


H 


H 


H 


Me 






a' -XX- 
14 






CH20Et 


s 


HH 


Me 


H 


H 


H 


H 


H 


H 


Me 






Of -XX- 
15 






Me 


o 


H,H 


H 


H 


H 


H 


H 


nPr 


H 


Me 






a-xx- 

16 






Me 


o 


H,H 


H 


H 


H 


H 


H 


Et 


H 


Me 






a' -XX- 
17 




jy 


Me 


o 


H.H 


H 


H 


H 


H 


H 


CN 


H 


Me 






a' -XX- 
18 




jy 


Me 


s 


H,H 


H 


H 


H 


H 


H 


H 


H 


Me 







[0 2 3 1 ] 



ffi|IE# 2004-3122736 



#M 2004-316251 



: 148/ 



[*9 8] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


or -XX- 
19 




PC XX 

F 3 C^^ 


Me 


O 


H.H 


H 


H 


H 


H 


H 


H 


Me 


Me 






tf-XX- 
20 




F 3 C^^ 


CH20Et 


O 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 






Qf-XX- 
21 




FC xx 

F 3 C^^ 


Me 


O 


H,H 


H 


OMe 


H 


H 


H 


H 


H 


Me 






a -XX- 
22 




F ,XX 


Me 


O 


H,H 


Me 


H 


H 


H 


H 


H 


H 


Me 






Qf-XX- 
23 




F 3 C^^ 


CH20Et 


O 


H,H 


Me 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
24 




XX 


Me 


O 


H,H 


H 


H 


H 


H 


H 


Me 


H 


Me 






a? -XX- 
25 




F ,xx 

F 3 C^^ 


Me 


O 


H.H 


Et 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
26 




P .xx 

F 3 C^^ 


Me 


O 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


Me 






or -XX- 
27 




F 3 C^^ 


Me 


S 


H.H 


OMe 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
28 




P .xx 

F 3 C^^ 


Me 


O 


H,H 


CH2 
OMe 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
29 




F 3 C^^ 


0H2OEt 


S 


H t H 


Me 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
30 




FC xx 

F 3 C^"^ 


Me 


O 


H.H 


H 


H 


H 


H 


H 


CH=N 
OMe 


H 


Me 






a -XX- 
31 




r 3 C 


Me 


O 


H.H 


H 


H 


H 


H 


H 


CH=N 


H 


Me 






a -XX- 
32 






Me 


S 


H.H 


Me 


H 


H 


H 


H 


H 


H 


Me 






a -XX- 
33 






Me 


O 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


Me 







[0 2 3 2 ] 



ffi!E# 2004-3122736 



f$m 2004-316251 



^-v : 149/ 



m9 9] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a-xx- 

34 






CH20Et 


O 


H,H 


Me 


H 


H 


H 


H 


Mb 


H 


Me 






a -XX- 






H 


s 


H, 
P~ 
FC6H4 


H 


H 


H 


H 


H 


H 


H 


Me 




3.74 (3H, s), 4.82 (2H. s). 5.49 (1H, 
c;} 6 48 (1H dd J=3 3 0<) Hz) 6 68 
(1H, s). 7.01 (2H, dd, J=8.7, 8.7 Hz), 
7.08(1 H,d,J=3.3Hz).7.1 1 (1 H,dd,J=8.4 
, 0.9 Hz),7.20 (1,dd.J=8.4,1.2 Hz), 
7.41 (2H. dd, J=8.7, 5.4 Hz), 7.67- 
7.72 (3H, m), 7.85 (2H, d. J=8.4 Hz) 


or -XX- 
36 






CH=NOn 
Pr 


0 


H,H 


Me 


H 


H 


H 


H 


H 


H 


Me 




0.91 (3H, t, J=7.5 Hz), 1.62-1.70 (2H, 
m), 2.48 (3H. s), 3.75 (3H, s). 4.03 
(2H,tJ=6.9Hz),4.84 (2H, s). 5.36 (2H, 
s). 6.54 (1H, d. J=3.3 Hz), 7.03-7.10 
(3H, m), 7.78 C2H. d, J=8.7 Hz). 7.94 
(2H. d, J=8.7 Hz), 8.25 (1H, s) 



[0 2 3 3 ] 
[S10 0] 




No 


R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


AA-1 


jy 


Me 


S 


H,H 


H 


H 


H 


H 


H 


H 


H 


AA-2 


jy 


Me 


o 


H.H 


H 


H 


H 


Me 


H 


H 


H 


AA-3 


,jy 


Me 


s 


H.H 


H 


H 


H 


Me 


H 


H 


H 


AA-4 


,jy 


Me 


o 


H.H 


H 


H 


H 


Et 


H 


H 


H 


AA-5 


jy 


Me 


s 


H.H 


H 


H 


H 


Et 


H 


H 


H 


AA-7 


*jy 


Me 


s 


H.H 


H 


H 


H 


nPr 


H 


H 


H 



[0 2 3 4] 



ffilE# 2004-3122736 



#SI 2004-316251 



150/ 



[Si 0 1] 



No 


R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


AA-8 


jTT 


Me 


O 


H,H 


H 


H 


H 


Me 


Me 


H 


H 


AA-9 


jTT 


Me 


S 


H,H 


H 


H 


H 


Me 


Me 


H 


H 


AA-11 


fY 


Me 


S 


H,H 


H 


H 


H 


H 


H 


H 


Me 


AA-12 




Me 


0 


H,H 


H 


H 


H 


H 


H 


H 


OMe 


AA-13 


fY 


Me 


s 


H,H 


H 


H 


H 


H 


H 


H 


OMe 


AA-14 


FaC^ 


Me 


o 


H,H 


H 


H 


H 


H 


H 


Me 


Me 


AA-16 


(TV 


Me 


o 


H.H 


H 


H 


H 


H 


H 


Me 


H 


AA-17 


(TV 


Me 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


AA-19 


(TV 


Me 


s 


H,H 


H 


H 


H 


H 


H 


Et 


H 


AA-21 


(TV 

FaC^ 


Me 


s 


H,H 


H 


H 


H 


H 


H 


nPr 


H 


AA-22 


FaC^ 


Me 


o 


H,H 


H 


H 


H 


H 


H 


CH2CH2NMe2 


H 


AA-23 


F 3 C^ 


Me 


s 


H,H 


H 


H 


H 


H 


H 


CH2CH2NMe2 


H 


AA-24 


FaC^ 


Me 


o 


H,H 


H 


H 


H 


H 


H 


CH2CONH2 


H 


AA-25 




Me 


s 


H,H 


H 


H 


H 


H 


H 


CH2CONH2 


H 


AA-26 




Me 


o 


H,H 


H 


H 


H 


H 


H 


CH2CH20H 


H 



[0 2 3 5] 



ffif» 2004-3122736 



mm 2004-316251 



151/ 



[il02] 



No 


R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 ! 


AA-27 




Me 


s 


H,H 


H 


H 


H 


H 


H 


CH2CH20H 


H 


AA-28 


130 


Me 


0 


H.H 


H 


H 


H 


H 


H 


CH2CH20Me 


H 


AA-29 




Me 


s 


H,H 


H 


H 


H 


H 


H 


CH2CH20Me 


H 


AA-30 


P3O 


Me 


0 


H,H 


H 


OMe 


H 


H 


H 


H 


H 


AA-31 


F3C 


Me 


s 


H.H 


H 


OMe 


H 


H 


H 


H 


H 


AA-32 




Me 


0 


H,H 


H 


Me 


H 


H 


H 


H 


H 


AA-33 


F30 


Me 


s 


H,H 


H 


Me 


H 


H 


H 


H 


H 


AA-34 


P30 


Me 


0 


H.H 


H 


H 


Me 


H 


H 


H 


H 


AA-35 


P3C 


Me 


s 


H,H 


H 


H 


OMe 


H 


H 


H 


H 


AA-36 


F3C 


Me 


0 


H.H 


H 


H 


OMe 


H 


H 


H 


H 


AA-37 


F3C 


Me 


s 


H,H 


H 


H 


Me 


H 


H 


H 


H 


AA-38 




MeOCH 

2 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 


AA-39 




MeOCH 
2 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


AA-40 


F3C Or 


. EtOCH2 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 



[0 2 3 6 ] 



mtE# 2004-3122736 



mm 2004-316251 



^-v: 152/ 



[*103] 



XI I R3.R4 | R5 I R7 I R8 | R9 [ RIO | R2l 
~Q~ H,H H H H H H H 



No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R2D 


R21 


mp 


NMRCCDC13 or DMSO-d6) 


0-3-1 


$-3 




Me 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 


159- 
160 


2.34(3H,s),4.88(2H,s),5.23(2H,s),6.52 
(lH,d,J=3.0Hz), 

6.98(lH > dd,J=2.4,9.0Hz),7.08(lH,d,J 
=3.0Hz),7.17(lH,d,J=9.0Hz),7.27(lH, 
d,J=2.4Hz),7.75(2H,d 1 J=8.4Hz)J.84( 
2H,d,J=8.4 Hz). 


£-4-1 


0-4 




Me 


S 


H t H 


H 


H 


H 


H 


H 


H 


H 


139- 
141 


2.23(3H,s),4.18(2H,s),4.79(2H,s),6.36 
(lH,d,J=2.7Hz) J 7.12-7.36 (2H,m>, 
7.63(lH,S),7.90(2H,d,J=9.0Hz),7.94( 
2H,d, J=9.0 Hz). 


O _w 1 

P AA 1 






Me 




n.n 


n 


n 


u 
rt 


Me 


u 
n 


n 


u 
n 


184- 
186 


1 70f^W H I-7 9V\t} 9 O 5 24f?H O R 
.27(1H ) q.J=7.2Hz).6.40(1H,d,J=3.0Hz).6.88 
(1 H,dd.J=9.0.2.4Hz),7.25(1 H.d,J=2.4Hz),7. 
35(1 H,d.J=9.0Hz).7.43(1 H,d.J=3.0Hz).7.92( 
2H,d,J=8.7Hz).7.99(2H.d,J=8.7Hz) 


p _ vv_o 

P AA Z 






Me 


0 


H,H 


H 


H 


H 


nPr 


H 


i i 
n 


1 1 

n 


1 39- 
141 


r> nddu + 1-7 9V\-A 1 1 ()(9\4) 9 1 1 ( ?H n .1=7 
.2Hz).2.31 (3H,s).5.1 3(1 H,t,J=7.2Hz),5.24(2 
H,s).6.41 (1 H.d.J=3.0HzX6.88(1 H.dd.J=9.0. 
2.4Hz).7.25(1 H,d.J=2.4Hz),7.40(1 H.d.J-9.0 
Hz),7.42(lH,d.J=3.0Hz)„7.92(2H,d,J=8.7Hz 
).7.99(2H,d,J=8.7Hz) 


/S -XX-3 






0H2OEt 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


152- 
154 


1.13(3H,t,J=6.9Hz).3.51(2H,q,J=6.9Hz),4.2 
2(2H.s),4.49(2H.s).4.92(2H,s).6.39(1H.d,J= 
2.7Hz),7.1 8(1 H t dd,J=B.4,1 .8Hz),7.34(2H),7. 
65(1 H,d,J=1 .8Hz),7.93(2H,d,J=8.7Hz).7.98( 
2H,d,J=8.7Hz) 


£-XX-4 






CH20nPr 


s 


H P H 


H 


H 


H 


H 


H 


H 


H 


159- 
161 


0.85(3H.t.J=7.2HzXl.53(2H),3.42(2H.tJ=6. 
6Hz),4.23(2H,s).4.49(2H,s),5.00(2H,s),6.40( 
1 H.d. J=3.0Hz).7.1 9(1 H,dd. J=8.4,1 .8Hz),7.3 
6(2H).7.66(1 H.d.J=1 .8Hz),7.92(2H,d,J=8.7 
Hz).7.98(2H.d,J=8.7Hz) 


/S -XX-5 






Me 


o 


H.H 


Me 


H 


H 


H 


H 


H 


H 


195- 
197 


2.29(3H,s).2.33(3H 1 s),4.94(2H,s) 1 5.17(2H,s) 
,6.40(1 H,d,J=3.3Hz).7.03(1 H,d,J=9.0Hz).7. 
1 7(1 H.d.J=9.0Hz)7.29(1 H.d,J=3.3Hz).7.63( 
2H.d,J=8.7Hz),7.78(2H ( d,J=8.7Hz) 


/8 -XX-6 






Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


164- 
166 


2.1 8(3H,s),4.1 8(2H.s).4.99(2H,s),6.41(1 H.d, 
J=3.0Hz).717(1H.dd.J=8.4,1.8Hz),7.35(2H), 
7.60(2H,d,J=8.7Hz)J.64(1 H.d,J=1 .8Hz),7.7 
2(2H.d.J=8.7Hz) 








Me 


o 


H.H 


Me 


H 


H 


H 


H 


H 


H 


178- 
180 


2.30(3H,s).2.33(3H.s).4.94(2H,s).5.18(2H,s) 
.6.40(1 H.dd,J=3.3.0.6Hz\7.03(1 H,d,J=9.0H 
z).7.1 7(1 H.d. J=9.0Hz).7.29(1 H.d. J=3.3Hz). 
7.56(2H.d,J=8.7Hz).7.90(2H.d.J=8.7Hz) 



[ 0 2 3 7] 



miiE# 2004-3122736 



#S1 2 0 0 4 



-316251 



: 153/ 



[$104] 



No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


mp r 


JMR(CDCI3 or DMSO-d6) 


8 -XX-B 






DH=NOEt 


O 


H.H 


Me 


H 


H 


H 


H 


H 


H 


72- 1 
174 : 

I 

: 


.17(3H.t,J=:6.9Hz) t 2.32(3H.s),4.06(2H.q,J 
:6.9Hz).4.95(2H,s).5.34(2H.s),6.40(1H,d,J= 
>.7Hz),7.02(1H,d,J=8.7Hz),7.17(1H,d,J=8.7 
-lz) t 7.29(1H,d,J=2.7Hz).7.95(2H,d ( J=8.4Hz 
,8.1 0(2H,d.J=8.4Hz),8.36(1 H.s) 


/S-XX-9 






CH20nPr 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 


131- ( 
132 


).92(3H,t,J=7.2Hz),1.56- 
L68(2H,m),3.49(2H.d,J=6.6Hz).4.57(2H,s). 
4.87(2H,s).5.28(2H,s),6.52(1H,d.J=3.0Hz),6 
96(1 H.dd.J=8.7Hz.J=2.4Hz).7.07(1 H.d,J=3 
0Hz),7.1 5(1 H,d.J=8.7Hz),7.26(1 H.d,J=2.4H 
z).7.76(2RdJ=8.4Hz),7.97(2H.d.J=8.4Hz) 


£-XX- 
10 






0H2OCH2 
cPr 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


140- 
142 


0.1 9-0.24(2H.m),0.53-0.60(2H,m).1 .04- 
1 .1 6(1 H.m),3.35(2H,d, J=6.9Hz).4.1 8(2H,s). 
4.50(2H,s),4.85(2H.s).6.50(1H,d,J=3.3Hz),7 
.07(1 H.d, J=3.3Hz).7.1 6(1 H.d,J=8.4Hz).7.29 
(1H,dd,J=8.4Hz.1.8Hz),7.72- 
7.75(3H.m).7.90(1 H,d.J=8.7Hz) 


£-XX- 
11 




ex 


Me ! 


s 


H,H 


H 


H 


H 


H 


H 


Me 


Me 


132- 
133 


2.17(3H,s).2.20(3H.s).2.28(3H,s)..4.07(2Hs 
).4.77(2H,s).7.05(1 H.d,J=8.4Hz),7.21(1 H.dd 
, J=8.4Hz,J=1 .5Hz),7.57(1 H.d, J=1 .5Hz).7.7 
2(2H.d,J=8.4Hz).7.79(2H.d.J=8.4Hz) 
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1 ,24(3H.t. J=6.9Hz).2.1 7(3H T s).2.28(3H.s).3. 
56(2H,q,J=6.9Hz),4.17(2H,s),4.46(2H.s),4.7 
7(2H.s).7.06(1 H.d.J=8.1 Hz),7.23(1 H,dd.J=8 
.1 Hz.J=1 .5Hz),7.57(1 H,d.J=1 .5Hz).7.74(2H. 
d. J=8.1 Hz).).7.87(2H,d.J=8.1 Hz) 
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2.23(3H,s),4.1 8(2H.s).4.79(2H.s).6.36(1 H.d. 
J=2.7HzX 7.12-7.36 (2H.m). 
7.63(1H.S).7.90(2H,d,J=9.0Hz),7.94(2H,d,J 
=9.0 Hz). 
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205 


2.38(3H.s).2.39(3H.s).4.81(2H,s).5.21(2H t s) 
,6.27(1 H.s).6.89(1 H,dd,J=2.4Hz.9.0Hz).7.09 
(1 H,d.J=9.0Hz).7.1 7(1 H.d,J=2.4Hz),7.74(2 
H.d,J=8.4Hz).7.84(2H.d,J=8.4Hz). 
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1.24(3H,t,J=7.0Hz),3.60(2H,q,J=7.0Hz),4.5 
8(2H.s).4.88(2H.s),5.28(2H.s),6.52(1H.d,J= 
3.0Hz),6.97(1 H,dd.J=3.0Hz.9.0Hz),7.08(1 H, 
d. J=3.0Hz).7.1 6(1 H,d, J=9.0Hz),7.26(1 H.d.J 
=3.0Hz).7.76(2H.d.J=7.8Hz),7.96(2H,d,J=7. 
8Hz). 
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2.38(3H,s),3.9 1 (3H.s).4.86(2H.s).5.25(2H.s) 
.6.47(1 H,d,J=3.0Hz),6.74(1 H,s),6.97(1 H.d.J 
=3.03Hz),7.28(1H.s).7/74(2H,d,J=8.4Hz),7. 
84(2H.d,J=8,4Hz). 
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2.30(3H,s).2.34(3H.s).4.95(2H.s).5.20(2H.s) 
,6.41 (1 H.d. J=3.0Hz).7.04(1 H.d.J=8.7Hz),7. 
1 8(1 H.d, J=9.0Hz).7.30(1 H,d, J=3.0Hz),7.93( 
2H ( dJ=8.4Hz),8.00(2H,d,J=8.4HzX 
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1.23(3H,t,J=6.9Hz),2.34(3H,s),3.53(2H.q,J 
=6.9Hz).4.59(2H,s),4.95(2Hs).5.23(2H,s),6. 
41(1 H,d. J=3.0Hz),7.04(1 H,d,J=9.0Hz),7.1 8( 
1 H,d,J=9.0Hz),7.30(1 H,d,J=3.aHz),7.97(2H, 
d, J=8.1 Hz),8.05(2H,d,J=8.1 Hz). 
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2.30(3H,s).2.35(3H.s),4.8 1 (2H,s),5.24(2H,s) 
,6.84(1 H,s).6.96(1 Rdd,J=2.4Hz,8.7Hz).7.1 8 
(1 H.d,J=2.4Hz),7.75(2H,d. J=8.1 Hz),7.84(2 
H,d.J=8.1Hz). 
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1.25(3H.t,J=7.5Hz).2.38(3H,s).2.93(2H,q,J 

=7.2Hz).4.88(2H,s).5.20(2H,s),6.56(1H,d,J= 

3.0Hz),7.06- 

7.12(3H,m).7.75(2H.d.J=8.7Hz),7.86(2H.d.J 
=8.7Hz). 
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2.37(3H,s),2.49(3H,s),2.62(3H.s).4.78(2H,s) 
,5.1 5(2H.s).6.81 (1 H,s),6.96(1 H.d. J=8.7Hz), 
7.02(1H,d,J=8.7Hz),7.75(2H,d,J=9.0Hz),7.8 
6(2H,d,J=9.0 Hz). 
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2.40(3H t s),4.08(3H.s).4.85(2H,s).5.22(2H.s) 
.6.67(1 H,d.J=3.3Hz).6.88(1 H,d,J=9.0Hz).7. 
02- 

7.08(2H.m),7.75(2H,d ( J=8.4Hz).7.85(2H,d,J 
=8.4Hz). 1 
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2.34(3H ( s),3.24(3H,s),4.65(2H,s),4.97(2H,s) 
,5.23(2H.s),6.49(1 H.d,J=3,3Hz).7.09(1 H.d.J 
=9.0Hz),7.30- 

7.38(2H,m),7.93(2H,d,J=8.4Hz),8.00(2H,d,J 
=8.4Hz). 
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1 .2o(.oH,t, J— / .^nzJ.^.o^orl.s^.J.oov^rl.qt J 
=7.2Hz),4.08(2H,s),4.43(2H,s),4.86(2H,s),6. 
57(1 H.d, J=3.3Hz),7.03(1 H,d, J=8.7Hz),7.07( 
1 H,d,J=3.3Hz),7.36(1 H,d, J=8.7Hz),7.74(2H, 
d,J=8.7Hz).7.87(2H,d,J=8.7Hz). 
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2.20(3H.s).2.64(3H,s),3.99(2H,s),4.86(2H,s) 
,6.55(1 H.d,J=3.3Hz),7.03(1 H.d, J=8.1 Hz).7. 
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2.33(3H,sX2.48(3H,s),2.61(3H,s),4.77(2H,s) 
.5.1 3(2H,s).6.80(1 H.s),6.95(1 H,d.J=8.7Hz), 
7.02<1H,d,J=8.7Hz),7.47(2H,d,J=8.7Hz).7.6 
7(2H,d,J=8.7Hz). 


£-XX- 
34 






GH20Et 


o 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


107- 
108 


1.25(3H,t,J=7.0Hz).2.49(3H,s),2.62(3H,s),3. 
61(2H,q.J=7.0Hz)A60(2H,s),4.77(2H,s),5.2 
1<2H.s) t 6.81(1H.s),6.97(1H,d,J=9.0Hz), 
7.03(1Kd f J=9.0Hz),7.77(2H.d,J=9.0Hz),7.9 
7(2H,d,J=9.0 Hz). 
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J=3.0 Hz). 7.18 (2H, dd. J=9.0. 8.9 Hz). 
7ia-7?0(1H m) 7 33 (1H d J=8 7 Hz). 
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7.34 (1H. d. J=3.0 Hz). 7.51 (1H, s). 7.60 
(2H, dd, J=8.9, 5.4 Hz). 7.65 (1H. s). 7.89 
(2H. d, J=8.4 Hz). 8.09 (2H. d. J=8.4 Hz) 
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2.30 (3H, s). 3.93 (2H, t. J=6.9 Hz), 4.8B 
(2H, s), 5.32 (2H. s), 6.38 (1H. d. J=3.3 Hz). 
6.91 (1H. d. J=8.7 Hz). 7.14 (1H. d. J=8.7 
Hz), 7.27 (1H, d, J=3.3 Hz), 7.93 (2H. d. 
J=8.4 Hz), 8.08 (2H. d, J =8.4 Hz). 8.35 (1H, 
s) 
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d,J=8.7Hz).).796(2H,d.J=8.7Hz) 


r-x-6 




jy 


CH=NOEt 


o 


H.H 






1 .21 (3H.t. J=7.2Hz),1 .25((3H,d, J=7.2H 
z),2.45(3H,s),3.81 (1 H,d,J-0.9Hz).4.06( 
2H,t.J=7.2Hz).4.17(2H.q.J=6.9Hz),5.43 
(2H,s),7.1 9(1 H.d,J=8.7Hz).7.22(1 H.d.J 
=0.9Hz).7.58(1 H,d. J=8.7Hz).7.77(1 H.d. 
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2H.sX4.50(2H.s).7.36(1 H,sX7.52- 
7.57(2KmX7.75 

(2H,d,J=8.7HzXX787(2H,d,J=8.7Hz) 


r-x-8 




jy 


Me 


s 


H.H 






2.25(3H.s)..2.63(3H.sX3.70(3H,sX3.83( 
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OMe 


H 


H 


H 


F 


H 


Me 




t nc/ll 1 a. I C t»I_l_\ *J CtC\f OU ii 1— ft 

1 .26(3H,t f J = 6.9Hz;,o.oUv l Zr1,q,\J-0. 
9Hz),3.89(3H t s),3.91(3H.s),4.26(2H 
,s),4.55(2H,s),6.88(1 H,d,J=35.1 Hz), 
7.1 6(2H).7.32(2H.d,vJ=9.0Hz), 
7.44(1Hd.J=8.4Hz) t 7.78(2H f d,J=9. 
0Hz) 


0- 
2-53 


yS-2 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1.26<3H.t.J=6.9Hz).3.59(2H.q,J=6. 

9Hz),3.89C3H,s;,3.9Horl r s; t 4.zouri 

,s).4.54(2H,s).6.88(1H,d,J=34.8Hz), 

7.16(2H) f 7.45(3H). 

7.67(2H,d,J=8.4Hz) 


&~ 
2-54 


£-2 




Me 


S 


H,H 


OMe 


H 


H 


H 


CI 


H 


Me 




2.31(3H,s).3.90(3H,s),3.93(3H ( s) r 4. 
20(2H.s),7.37(1 H,dd.J=8.1 ,1 .5Hz),7 
.44^1 n,d,J— i .oHZA /<*a\ l ri.a.u— o. i 
Hz),7.73(2H.d,J=8.4Hz). 
7.80(2H.d. J=8.4Hz),7.86(1 H.s) 


0- 
2-55 


£-2 




unzutt 


Q 


H H 


OMe 


H 


H 


H 


CI 


H 


Me 




1 .27(3Rt, J=6.9Hz),3.6 1 (2H,q, J=6. 
9Hz),3.90(3H.s).3.93(3H,s).4.29(2H 
( sX4.57(2H.s), 

7.35(1 H.dd.J=8.4,1 .5Hz),7.44(1 H.d, 
J=1 .5Hz),7.48(1 H,d. J=8.4Hz),7.74( 
2H,d.J=8.4Hz).7.86(2H.d.J=8.4Hz). 
7.86(1 H.s) 


|8- 
2-56 


0-2 




CH=NOM 
e 


s 


H,H 


OMe 


H 


H 


H 


CI 


H 


Me 




3.90(3H,s),3.93(3H,s).3.99(3H,s),4. 

43(2H.s).7.39(1 Rdd, J=8.1 ,1 .5Hz),7 

.44(1H,d,J=1-5Hz), 

7.52(1 H.d, J=8.1 Hz).7.77(2H.d,J=8. 

7Hz),7.82(2H.d,J=8.7Hz).7.86(1H,s 

),8.17(1H.s) 


js- 

2-57 


£-2 




GH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


Ci 


H 


Me 




1.38(3H,t.J=6.9Hz),3.90(3H,s),3.92 
(3H,s),4.23(2H,q.J=6.9Hz),4.43(2H, 
s),7.38(1 H,dd.J=8.1 .1 .5Hz),7.44(1 H 
,d,J=1 .5Hz).7.51 (1 H,d.J=8 .1 Hz).7.7 
5(2H.d.J=8.4Hz).7.81(2H,d,J=8.4H 
z),7.86(1H,s),8.19(1H,s) 



[0 2 6 5] 



2004-3122736 



mi 2004-316251 



^-v: 180/ 



mi 3 2] 



No 


?£ 


R1 


R2 ; 


<1 


R3.R4 


R5 I 


36 1 


37 


R8 




R15 1 


317 


mp 


NMR(CDCi3 or DMSO-d6) 


0- 

2-58 


0-2 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 


1 

c 

\ 


.26(3H,t ( J=6.9HzX3.59(2H t q.J=6. 
JHz).3.90(3H.sX3.92(3H.s),4.27(2H 
s),4.54(2H,s),7.36(lH,dd,J=8.1.1.5 
-lz).7.46(1 H.d. J=1 .5Hz),7.46(2H,d, 
J=8.7Hz),7.48(1H,d,J=8.1Hz),7.67( 
?H.d,J=8.7Hz).7.85(1H,s) 


0- 
2-59 


0-2 


c ,xr 


CH=NOEt 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 


( 


l.33(3H.t,J=7.2Hz).3.90(3H.s),3.92 
k 3H.s),4.22(2H f q.J=7.2Hz) t 4.4K2H, 
s),7.38(1 H.dd,J=8.1 .1 .5HzX7.44(1 H 
d,J=1.5HzX7.47(2H,d,J=8.7Hz),7.5 
1 (1 H.d.J=8.1 Hz).7.62(2H.d. J=8.7H 
zX7.86(1H,sX8.17(1H.s) 


0" 
2-60 


,8-2 




CH20Et 


S 


H.H 


OMe 


H 


H- 


H 


Cl 


H 


Me 




1.27(3H,t,J=6.9HzX3.60(2H,q,J=6. 
9Hz),3.90(3H,s) I 3.93(3H f s),4.28C2H 
,s).4.55(2H,s),7.33(2H.d.J=9.0HzX7 
.36(1 H.dd.J=8.1 .1 .5HzX7.44(1 H.d.J 
=1 .5Hz).7.47(1 H.d. J=8.1 Hz).7.78(2 
H.d.J=9.0HzX7.86(1H.s) 


0- 
2-61 


>S-2 




CH20nPr 


S 


H,H 


OMe 


H 


H 


H 


Cl 


H 


Me 




O.95(3H.t.J=7.5Hz).1.65(2HX3.50(2 
H.t,J=6.6Hz).3.90C3H,sX3.93(3H,s), 
4.28(2H,sX4.54(2H,sX7.32(2H.d,J= 
8.7HzX7.36(1 H.dd.J=8.1 ,1 .5HzX7.4 
4(1 H.d, J=1 .5Hz),7.47(1 H.d, J=8.1 H 
z).7.78(2H.d,J=8.7HzX7.86(1 H.s) 


0- 
2-62 






CH=NOEt 


S 


H,H 


OMe 


H 


H 


H 


Cl 


H 


Me 




1.33(3H,t.J=6.9Hz).3.90(3H,sX3.92 
(3H.s).4.23(2H,q.J=6.9Hz),4.42(2H, 
sX7.34(2H.d f J=9.0HzX7.38(1H,dd.J 
=8.1 ,1 .5Hz).7.44(1 H.d, J=1 .5Hz).7.5 
1(1 H.d,J=8.1 Hz),7.73(2H,d.J=9.0H 
zX7.86(1H,sX8.17(1H,s) 


0- 
2-63 






CH20nPr 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




0.96(3H.t,J=7.5HzXl 60-1 .71 
(2H.mX3.51(2H,d.J=6.3HzX3.90(3H 
,s).3.9 1 (3H,sX4.27(2H,s),4.56(2H,s) 
.6.88(1 H,d,J=34.8HzX7.1 5-7.1 8 
(2H,m).7.44(1H.dJ=8.4Hz),7.74(2H. 
d t J=8.4HzX7.87(2H.d,J=8.4Hz) 


0- 
2-64 


0-2 




CH2CF3 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




3.66(2H.q,J=10.2) ( .3.90(3H,sX39l( 

3H,sX4.28(2H,s).6.88(1H.d.J=34.8 

Hz).7.1 4-7.1 7(2H,mX7.41 

(1 H.dJ=8.4HzX7.77-7J8(4H,m) 


B- 
2-65 


0-2 




Et 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1.29(3H.t,J=7.5Hz),2.76(2H,q,J=7. 
5Hz),3.90(3H.s).3.92(3H.sX4.19(2H 
,s).6.89(1 H,d,J=34.8Hz),7.1 5-7.19 
(2H,mX7.44(1 H,d J=8.7HzX7.73(2H, 
d,J=8.4Hz).7.80(2H.d.J=8.4Hz) 


0- 
2-66 


0-2 




CH20CH 
cPr 


2 s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




0.22-0.27(2H,m),0.55-0.62(2H,m), 
1.06-1.1 9(1 H,mX3.40(2H,d, 
J=6.9Hz).3.90(3H.s).391(3H,s),4.2 
8(2H.s),4.59(2H,s).6.95(1H.d.J=34. 
2Hz),7.1 8(1 H.d, J=8.4Hz).7.1 9(1 H.s 
).7.45(1 H,d,J=8.4HzX7.74(2H.d.J= 
|8.4HzX7.87(2H,d,J=8.4Hz) 



[ 0 2 6 6] 



tBIE# 2004-3122736 
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^-v : 181/ 



K13 3] 



No 


>£ 


D1 

Kl 


R2 ) 


<1 


R3.R4 


R5 r 


R6 F 


R7 


R8 F 


^10 


R15 1 


TI7 


mp 


NMR(CDCI3 or DMSO-d6) 


0- 
2-67 


0-2 




Me 


S 


H,H 


H 


H 


H 


H 


F 


H 


Me 






0- 
2-68 


jS-2 




0H2OEt 


S 


H,H 


H 


H 


H 


H 


F 


H 


Me 






0- 
2-69 


0-2 


FC 0" 


CH20Me 


S 


H,H 


H 


H 


H 


H 


F 


H 


Me 






0- 
2-70 


0-2 




CH20Et 


S 


H,H 


H 


H 


H 


H 


C) 


H 


Me 






0- 
2-71 


0-2 




H 


S 


H, 
4-F- 
C6H4 


OMe 


H 


H 


H 


F 


H 


Me 






0- 
2-72 






0 r\ r* i-i 0 
CHZOUri^ 

CH2F 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 






0- 
2-73 






CH2SnPr 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




a95C3H,t,J=7.2Hz),1.59(2H T m) t 2.4 
9(2H,t,J=7.2Hz),3.87(2H.s).3.90(3 
H.s).3.9 1 (3H,s).4.34(2H,s),6.88(1 H, 
d, J=35.1 Hz),7.1 5-7.1 8(2H,m) ,7.45 
(1H,d,J=8.4Hz), 7.75(2H,d, 
J=8.7Hz),7.87(2H.d.J=8.7Hz) 


0" 
2-74 


0-2 


XT 


CH2S02n 
Pr 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




1.08(3H,tJ==7.5Hz),1.91(2H,m).3.0 

4<2H.m),3.89-3.90(6H,m).4.45 

(2H.s),4.50(2H.s),6.88(1H.d.J=34.8 

Hz),7.1 5-7.1 7(2H,m).7.42(1 H,d, 

J=8.4Hz),7.77(2H.d.J=8.1Hz),7.97( 

2H,d,J=8.1Hz) 


3" 
2-75 


0-2 


XT 


CH20iPr 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 ,25(6H,d. J=6.3Hz),3.76(1 H,m).3.8 

9(3H,s),3.91(3H,s).4.27(2H.s),4.56( 

2H.s),6.88(1 H,d,J=35.1 Hz),7.1 5- 

7.17(2H,m).7.45(1H,d,J=8.4Hz).7.7 

4(2H,d.J=8.4Hz),7.86(2H f d.J=8.4H 

z) 


0- 
2-76 


0 2 


(TV 




* s 


H,H 


H 


H 


H 


H 


F 


H 


Me 




0.96(3H,t J=7.5Hz),1 .60-1 .72 

(2H.m) r 3.50(2H,tJ=6.6Hz),3.89(3H 

,s).4.30(2H,s).4.55(2H,s).6.88(lH,d, 

i—'iA OLlVN "7 AlfOlA A l=ft 7Ht^ 7 S7 
J— o4.briZA /. f l»jktr1 t Q,vJ— o. / nz.j, i .u / 

(2H t d,J=8.7Hz),7.75(2H,d,J=8.lHz) 
J.87(2H.d,J=8.1Hz) 


0- 
2-7" 


r 


F 3 C^ 


Ch20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1.25(3H,t,J-7.5Hz),2.55(2H,q,J-7. 
5Hz),3.87-3.91(8H.m).4.34(2H.s), 
6.88(1 H,d, J=34.8Hz).7/l 5-7.1 8(2H. 
m),7.45(1H,d,J=8.7Hz). 7.76 (2K d, 
J=B.4 Hz), 7.87 (2H, d, J =8.4 Hz) 



[0 2 6 7] 



mm 2004-3122736 



#M 2004-316251 



^-v: 182/ 



1*13 4] 



No 


'A 


R1 


R2 : 


<1 


R3.R4 


R5 1 


36 1 


37 


R8 1 


310 


R15 


R17 


mp 


NMR(CDCl3 or DMSO-d6) 


2-78 






DH=NOnP 
r 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 


C 

( 

( 


).97(3H.tJ=7.5Hz),1.68-1.81 
2H.m),3.89-3.91 (6H,m) t 4.1 3 
9H+ l=fi QH?} 4 41 (2H s) 6 87(1 H, 
i J=35.1 Hz),7.1 7-7.1 9(2H,m),7.47 
1H,d l J=8.4Hz),7.76(2H,d,J=8.4Hz) 
7.82(2H.d.J=8.4HzX 8.20 (1H,s) 


D 
P 

2-79 


0-2 




CH=N0Et 


S 


H,H 


H 


H 


H 


H 


CI 


H 


Et 




1 .35(3H,t.J=7.2HzXl.38(3H.t J=7.2 
Hz),4.24(2H,q,J=7.2Hz)A35(2H,q. 
J- I .£X\Z) t 4.40 vzn, s;, /-*♦/ \cn, u, 
J=8.4 Hz). 7.75-7.84 (7H. m). 8.20 
(1H, s) 


0- 
2-80 


P z 




CH=N0(C 
H2)2F 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




3.90 (3H. s). 3.91 (3H, s) t 4.38 (2H. 
s),4.41(2H,d.J=28.8Hz).4.70 <2H, d, 
J=47.4HzX6.89(1H,d,J=34.8Hz),7.1 
•7 1 1 Qfox-i rv>\ 7 Aid \4 A .1=8 4Hz) 
7.76 (2H. d. J=8.4 Hz), 7.81 (2H. d, 
J=8.4 Hz). 8.28 C1H. s) 


/s- 

2-81 


(8-2 






s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




3.88 (3H. sX 3.89 (3R s). 3.98 (2H. 
s),4.07(2H.s),5.94(2H,s),6.57-6.60 
(2H,m).6.72(1H,d,J=8.4Hz).6.87(1 H 
,d, J=35.1 Hz)/7.1 3-7.1 6(2H.m),7.36 
(1H t d,J=8.4Hz) t 7.68(2H.d.J=8.7Hz) 
,7.74(2H.d.J=8.7Hz) 




0-2 


xx 


Me 


s 


H.H 


H 


H 


H 


H 


CN 


H 


Me 






2—83 


0-2 


XX 

F 3 C^^ 


Me 


s 


H.H 


Me 


H 


H 


H 


F 


H 


Me 






0- 


0-2 


F 3 (T^ 


rv° 

°~\ 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 






0- 
2-86 


0-2 


pcXX 

F 3 C 




s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 






0- 
2-87 


0-2 




CH20Me 


s 


H,H 


OMe 


H 


H 


H 


F 


, H 


Me 






0- 
2-88 


0-2 




Me 


s 


H,H 


H 


H 


H 


H 


OMe 


i H 


Me 




2.08(3H.s).2.28(3H.s).3.81(3H,s).5. 
04(2H.s).6.89C2H.dt,J=8.4Hz),7.07( 
1H,d,J=9.3Hz) f 7.29(2H,d,J=8.4HzX 
7.36(1 H.s)7.37(1 H.d,J=4.5Hz) 


0- 

2-8£ 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Me 


Me 




2.30(3H 1 s).2.56(3H.s).4.24(3H.s),5. 
27(2H.s).7.08(2H.dt.J=9.0Hz).7.46( 
2H.d,J=8.4Hz).7.75(1H.s)7.81(2H.d 
,J=9.0Hz).7.88(2H,d.J=8.4Hz) 



[0 2 6 8] 



ffifiE# 2004-3122736 



#JFI 2004-316251 



^-v: 183/ 



mi 3 5] 



No 




R1 


R2 : 


<1 


R3.R4 


R5 1 


36 1 


37 


R8 1 


310 


R15 


=117 


mp 


NMR(CDCi3 or DMSO-d6) 


B- 

2-90 


£-2 




Me 


S 


H,H 


H 


H 


H 


H 


Me 


Me 


Me 


5 
( 

y 

\ 


U5(3H,s).2,27(2H,d,J=6.9Hz).2.28 
3H,sX4.16(3H.s).5.22(2H.s).7.08(2 
id.J=8.4Hz),7.41(2H,d,J=8.7Hz),7 
76(2H,d,J=8.7Hz),7.84(2H,d,J=8.4 


&- 
2-91 


£-2 


XT 

F 3 C^ 


Me 


S 


H,H 


H 


H 


H 


H 


H 


Et 


Me 






2-92 


yS-2 


XT 

F 3 C^ 


Me 


S 


H.H 


H 


H 


H 


H 


CI 


H 


Me 




2.29(3H,s),3.89(3H.sX4.22(2H,s),7. 
44(2H,d.J=8.4Hz),7.70-7.86(7H,m) 


2-93 




XT 

F 3 C^ 


Me 


S 


H.H 


H 


H 


H 


H 


Me 


H 


Me 






2-94 


£-2 


XT' 

F 3 C^ 


Me 


S 


H.H 


OMe 


H 


H 


H 


Me 


H 


Me 






£- 
2-95 






Me 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 






£- 

2-96 






Me 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






0- 
2-97 


£-2 


F 3 C v 


Me 


s 


H.H 


Et 


H 


H 


H 


F 


H 


tBu 




1 .21 (3H.t. J=7.5Hz), 1 .57(9H.s).2.29 
(3H.s),2.74(2H,q,J=7.5Hz).4.18(2H, 
s).6.77(1 H,d,35.1 Hz).7.28~7.50(3H, 
m).7.74(2H,d.J=8.4Hz).7.81(2H,d.J 
=8.4Hz) 


£- 

2-98 


0-2 




0H2OEt 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






P- 
2-99 


/S-2 




CH=NOM 
e 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






0~ 
2- 
100 


£-2 


jfY 


CH=NOEi 


. s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




1 .34(3H.t, J=7.2Hz),3.90(3H.s),3.9 1 
(3H,s),4.24(2H,q,J=6.9Hz),4.41(2H, 
s),6.89(1 H,d.J=35.1 Hz),7.1 4~7.30( 
2H,m)7.48(1H,t t J=8.4Hz),7.76(2H, 
d,J=8.7Hz).7.82(2H.d,vJ=8.7Hz).8.2 
0(1 H.s) 


2- 
101 


^"2 




GH20Et 


o 


H.H 


F 


H 


H 


H 


F 


H 


Me 




1.22(3H,t.J=6.9Hz).3.60(2H.q.J=6. 
9Hz),3.89(3H.s),4.58(2H,s),5.37(2H 
.s) ) 4.30(2H,s) > 6.84(1H.d,J=34.2Hz). 
7.1 8(1 H.t, J=8.7Hz),7.34(1 H.d. J=8. 
4Hz).7.49(1 H.d, J=1 2.6Hz).7.77(2H. 
d,J=8.4Hz),7.92(2H,d,J=8.4Hz) 



[0 2 6 9] 



tB|iE# 2004-3122736 



mm 2004-316251 



184/ 



[ftl36] 




COOH 



No 




R1 


R2 ; 


<1 


R3.R4 


R5 I 


=56 1 


F?7 1 


=18 


R10 


R15 


mp 


NMRCCDCI3 or DMSO-d6) 


0- 

3-3 


0-3 




o 
s 


S 


H,H ( 


DMe 


H 


H 


H 


F 


H ! 


\ 

J4-97 , 


L74(4H).2.88(2H).3.62(4H),3.74(2 
H),3.84(3H.s).4.4HZH.s/.4.D4^n,sj 
7.02(1 H,d,J=36.3Hz),7.31 (2H).7.4 
3(1H.d.J=8.4Hz)J.93(2H.d.J=8.4H 
r),8.00(2H,d.J=8.4Hz) 


0- 

2- 


iff -2 




CH20Et 


S 


H.H 


□Me 


H 


H 


H 


F 


H 


217- 
219 


1 .1 4(3H.t. J=6.9Hz).3.54(2H.q. J=6, 

9Hz),3.84(3H.s\4.35(2H.s).4.53(2H 

s).7.02(1H,d,J=36.6Hz) ( 7-30(2H).7. 

47(1H,d.J=8.4Hz),7.57(2H.d,J=9.0 

Hz).7.90(2H,d,J=9.0Hz) 


0- 

2- 
103 


^ -2 




unZUtt 


Q 
O 


H ht 

n,n 


OMe 


H 


H 


H 


F 


H 


175- 
177 


1.14(3H.t.J=7.2Hz).3.53(2H.q,J=7. 

2Hz).3.84(3H,s).4.34(2H.s).4.52(2H 

f s).7.02(lH f d,J=36.6Hz)J.30(2H).7. 

47(1H.d.J=8.4Hz).7.64(2H.d t J=8.7 

Hz).7.78(2H,d.J=8.7Hz) 


0- 

2- 
104 


0-2 




Me 


s 


H.H 


OMe 


H 


H 


H 


ci 


H 


183- 
185 


2.29(3H.s).3.86C3H f s).4.38(2H.s),7. 
RAf^l-rt 7 Qftf9H H J=8 7Hz) 7 94(1 
H,s).7.95(2H.d.J=8.7Hz) 


0- 

2- 
105 


£-2 




CH20tt 


S 


rl.ri 


riu B 


M 
n 


|-| 


H 


CI 


H 


173- 
175 


1 .1 5(3H,t. J=6.9Hz),3.55(2H.q.J=6. 
9Hz).3.86(3H.s).4.40(2H.s).4.57(2H 
f s).7.54(3H),7.93(1H ? s).7.94(2H,d.J 
=8.4Hz).7.99(2H.d.J=8.4Hz) 


0- 
2- 
106 


0-2 




CH=NO 
Me 


c 
o 


H.H 


OMe 


H 


H 


H 


CI 


H 


205- 
207 


3.85(3H.s) T 3.91(3H.sX4.49(2H t s),7. 
54(3HX7.93(1H,s).7.93(2H.d.J=8.4 
Hz).8.03(2H.d.J=8.4Hz).8.35(1H.s) 


0- 

2- 
107 


0-2 




CH=NOE 
t 


s 


H,H 


OMe 


H 


H 


H 


CI 


H 


184- 
186 


1 .26(3H.t, J=6.9Hz).3.84(3H.s).4.1 5 
(2H.q.J=6.9Hz).4.94(2H.s),7.55(3H 
),7.93(1H.s).7.93(2H.d.J=8.4Hz).8.0 
3(2H.d,J=8.4Hz).8.35(1 H.s) 


0- 
2- 
10B 


0-2 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


154- 
156 


1 ,1 4(3H,t.J=7.2Hz),3.53(2H,q,J=7. 
2Hz).3.86(3H.s).4.37(2H,s).4.52(2H 
,s),7.53(3H).7.64(2H.d.J=8.4Hz),7.7 
8(2H.d.J=8.4Hz).7.93(1H,s) 


0- 
2- 
109 


0-2 




CH=NOE 
t 


: S 


H.H 


OM€ 


> H 


H 


H 


CI 


H 


206- 
208 


1.25(3H,t.J=6.9Hz).3.84(3H,s).4.14 
(2H.q,J=6.9Hz),4.47(2H,s) t 753(3H) 
,7.64(2H.d,J=8.4Hz),7.83(2H,d,J=8. 
4Hz).7.94(1H.s).8.30(1H.s) 


0- 
2- 
110 


0-2 


F^ 


CH20E1 


: S 


H.H 


0M< 


5 H 


H 


H 


CI 


H 


174- 
176 


1 .1 5(3H,t. J=6.9HzX3.54(2H,q. J=6. 
9HzX3.86(3H.sX4.38(2H.sX4.54(2H 
Ls),7.55(5H).7.86(2H.d,J=8.4Hz).7.9 
|4(1H,s) 
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No 




R1 


R2 ) 


<1 


R3.R4 


R5 F 


F 


*7 F 


*8 F 


R10 


R15 


mp 


NMR(CDCI3 or DMS0-d6) 


0- 
2- 
111 


0-2 

1 




)H20nP 
r 


S 


H,H C 


)Me 


H 


H 


H 


CI 


H 


0 

159- V 
161 A 

1 


.85(3H,t J=7.2Hz), 1 .53(2H).3.44^Z 
U,J=6.3Hz),3.86(3H,s).4.38(2H,s), 
k54(2H,s),7.55(5H),7.91 (2H,d,J=8. , 
'Hz),7.93(1H.s) 


0- 
2- 
112 


0-2 




3H=N0E 
t 


s 


n.ri I 


J Me 


u 
n 


H 
n 


u 
n 


CI 


H 


. 1 
179- ( 
181 ) 

1 


.25(3H,t J=7.2Hz),3.84(3H.s) r 4.1 4 
2H.q,J=7.2Hz),4.48(2H,s).7.55(5H 
,7,93(1 H,s) f 7.95(2H,d,J=8.7Hz\8.3 
(1H,s) 


0- 
2- 
113 


0-2 




3H20nP 
r 


s 


H,H 


□Me 


H 


H 


H 


F 


H 


( 

203- : 
204 


).96(3H,t,J=7.2Hz),1.60- 

1 .72(2Hm).3.52(2H.d,J=6.6Hz).3.9 , 

2(3H,s),4.28(2H,s).4.58(2H,s).6.95( 

\ H,d, J=34.2Hz),7.1 7-7.1 9(2H,m). 
7.45(1 H,dJ=8.4Hz),7.74(2H ( d t J=8. 
4Hz),7.87(2H,d,J=8.4Hz) 


0- 

2- 
114 


0-2 




CH2CF3 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


211- 
214 


3.66(2H,q,J=10.2),3.91(3H ( s),4.27( 
2H,s),6.90(1 H,d, J=34.5Hz).7.1 4- 
7.20(2H.m).7.40(1 H.d J=8.1 Hz).7.7 
5-7.71 (4H,m) 


0- 
2~ 
115 


0-2 




Et 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


217- 
218 


1.29(3H,tJ=7.5Hz).2.76(2H.q,J=7. 
5Hz),3.92(3H,s)A1 9(2H,s),6.9l(1 H 
,d,J=34.8Hz).7.1 6-7.20(2H,m), 
7.43(1 H.dJ=8.1 Hz),7.73(2H,d,J=8. 
4Hz),7.80(2H,d,J=8.4Hz) 


n 
P 

2- 
116 


0-2 




CH20C 
H2cPr 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


21 4— 
217 


0.22-0.27(2H,m),0.55-0.62(2H,m), 

1.06-1.1 7(1 H,m),3.40(2H,d, 
J=6.9Hz),3.91(3H,s),4.28(2H,s),4.5 
9(2H,s).6.91 (1 H.d. J=34.5Hz>.7.1 5- 
7.1 9(2H,m),7.44(1 H.d. J=6.9Hz).7.7 
4(2H,d,J=8.1Hz), 
7.89(2H,d.J=8.4Hz) 


0- 
2- 
117 


0-2 




Me 


s 


RH 


H 


H 


H 


H 


F 


H 


193- 
194.5 




0- 
2- 
118 


0-2 




CH20Et 


s 


H,H 


H 


H 


H 


H 


F 


H 


173- 
175 




0- 

2- 
119 


0-2 




CH20M 
e 


s 


H,H 


H 


H 


H 


H 


F 


H 


167- 
168 




0- 
2- 
120 


0-2 




CH20Et 


. s 


H t H 


H 


H 


H 


H 


CI 


H 


157- 
158 




0~ 
2- 
121 


0-2 




H 


s 


H, 
4-F- 
C6H4 


OM< 


3 H 


H 


H 


F 


H 


wo- 
rn 




0- 
2~ 
122 


0-2 




CH20C 
H2CH2I 


_ s 


H,H 


OM 


e H 


H 


H 


F 


H 


216- 
218 
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#M 2004-316251 



^-z? : 186/ 



[X13 8] 



No 



$- 
2- 
123 



R1 



R2 X1 



/S-2 



U^r^" CH2SnP| 



R3.R4 



R5 



R6 R7 



H.H 



OMe 



0" 
2- 
124 



0-2 



CH2S02 



nPr 



/S-2 



F 3 C 



CH20iPr S 



0-2 



I^Y^* CH20nP| 
F.CT^ 



H,H 



H,H 



H.H 



OMe 



OMe 



R8 



H H 



H H 



H H 



H H 



R10 



R15 



mp 



220.5 
222.0 



193- 
194 



0.81 (3H,t, J=7.2Hz),1 .46(2H,m),2.4 
7(2H.t.J=7.2Hz),3.85(3H,s).3.92(2 
H,s),4.39(2H,s),7.02(lH,d f J=36.3H 

:),7.31-7.32(2H,m),7.48(lH,d, 
=8.4Hz),7.94(2H,d,J=8.4Hz),8.01( 
2H,d,J=8.4 Hz) _______ 



1.08 (3H, t J=7.5 Hz). 1.91 (2H 
m). 3.06 (2H. m), 3.90 (3H. s), 4.47 
(2H. s). 4.49 (2H, s), 6.90 (1H. d 
:34.5 Hz). 7.15-7.18 (2H. m) 
7.41 (1H, d. J=7.8 Hz). 7.78 (2H, d 
1=8.4 Hz). 7.97 (2H. d. J=8.4 Hz) 



227- 
228 



1.15 (6H. t. J=6.3 Hz), 3.73 (1H 
m), 3.84 (3H. s). 4.37 (2H. s). 4.55 
(2H, s). 7.03 (1H, d. J=36.3 Hz). 
7.30-7.32 (2H, m), 7.47 (1H. 
J=8.7 Hz), 7.94 (2H, d f J=8.7 Hz) 
7.99 (2H. d, J=8.7 Hz) 



173- 
175 



NMR(CDCl3 or DMSO-d6) 



0.85(3H,t,J=7.5Hz). 1.48-1.60 (2H 
i), 3.45 (2H. t, J=6.6 Hz). 4.47 
(2H. s). 4.56 (2H. s), 7.02 <1H 
J=36.6 Hz). 7.49 (2H. d. J=8.4 Hz), 
7.65 (2H. d. J=8.4 Hz). 7.94 (2H. d 
J=8.4 Hz). 8.00 (2H. d. J=8.4 Hz) 



0-2 



J? 



Ch20Et S 



H.H 



OMe 



H H 



0-2 



|CH=NOn| 
Pr 



H.H 



OMe 



0-2 



FsC 1 ^ * 



l=NOE 



F 3 C 



|CH=NO( 
CH2)2F 



H.H 



H.H 



H H 



H H 



OMe 



H H 



212.0 
214.5 



1.25 (3H. t, J=7.5 Hz). 2.56 (2H, q 
J=7.5 Hz). 3.89 (2H, s). 3.92 (3H 
s). 4.34 (2H. s). 6.91 (1 H. d. J=34.8 
Hz), 7.1 6-7.20 (2H, m), 7.44 (1 H 

:8.1 Hz). 7.76 (2H. d, J=8.4 Hz) 
7.88 (2H, d. J=8.4 Hz) 



CI 



192.0 
193.5 



H 



0.87(3H,t.J=7.5Hz).1 .58-1 .70 
C2H.m).3.81(3H,s),4.02(2H.t,J=6.9 
Hz).4.44(2H,s). 7.00 (1H, d, J=36.6 
Hz). 7.28-7.31 (2H. m), 7.46 (1H, d 
J=8.1Hz). 7.91 (2H. d, J=8.4 Hz) 
8.01 (2H, d. J=8.4 Hz). 8.34 (1H. s) 



206- 
208 



1.24 (3H. t, J=7.2 Hz), 4.14 (2H. 
=7.2 Hz). 4.55 (2H. s), 7.50 (2H. 
J=8.4 Hz). 7.85 (2H, d. J=8.4 
Hz). 7.89-7.93 (3H. m). 8.01 (2H 
J=8.t Hz), 8.34 (1H, s) 



222- 
224 



3.83(3H,s),4.35 (2H. d, J=29.4 Hz) 
4.47 (2H. s). 4.68 (2H, d. J=47.4 
Hz). 7.03 (1H, d, J=36.6 Hz) 
7.30-7.33 (2H, m), 7.49 (1H, 
J=8.1 Hz), 7.93 (2H. d, J=8.4 Hz) 
8.05 (2H, d. J=8.4 Hz), 8.44 (1H, s) 



0-2 



F 3 C 



H.H 



OMe 



183.5 
186.0 



3.81 (3H, s), 4.08 (2H, s), 4.17 (2H 
s), 5.95(2H,s), 6.57 (1H, dd, J=8.1 
1.5 Hz), 6.69 (1H, d, J=1.5 Hz) 
6.79 (1H, d. J=8.1 Hz), 7.02 (1H. d, 
J=36.6 Hz),7.27~7.29 (2H, m). 7.38 
(1H, d, J=8.4 Hz), 7.87 (4H, m) 
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R1 


R2 ) 


\\ 




rw r 


\u 1 


R7 F 


*8 f 


}10 


R15 


mp 


NMR(CDCI3 or DMSO-d6) 


P- 
2~ 
132 


0-2 


F 3 C ^ 


Me 


s 


H.H 


H 


H 


H 


H 


CN 


H 


250- 
255 




0- 
2~ 
1 33 


0-2 


« 3 


Me 


s 


H.H 


Me 


H 


H 


H 


F 


H 


214- 
216 




0- 
2- 

1 oD 


0-2 




rv° 


s 


H,H \ 


OMe 


H 


H 


H 


F 


H 


158- 
160 




0- 

2- 
136 


0-2 


I-3O 




s 


H.H 


OMe 


H 


H 


H 


F 


H 


148- 
150 




jS- 
2- 
137 


0-2 




CH2QM 
e 


s 


H.H 


OMe 


H 


H 


H 


F 


H 






jS- 
2- 
138 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


OMe 


H 


157- 
160 


2.30(3H,s),3.80(3H,s),4.21(2H,s).7. 
07(1H,s),7.42(2H,d,J=8.7Hz),7.70( 
2H,d 1 J=8.4Hz 1 ),7.74(2H.d.J=8.7Hz) 
,7.82(2H,d t J=8.4Hz) 


2- 
139 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Me 


223- 
226 


9 inf^U 9 R'tflH 4 20(2H s) 6. 
1 3(1 H,s),7.43(4H,brd. J=4.8Hz),7.7 
6(2H,d,J=8.1Hz),7.84(2H.d,J=8.4H 

z) 


3- 

2- 
140 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


Me 


Me 


145- 
145 


1 7fl^H n J=1 5Hz> 2 28C3H s) 2.33 
(3H,q,J=1 .5Hz).4.1 7(2H.s).7.08(1 H. 
d,J=8.4Hz),7-09(1 H.d.J=8.1 Hz).7.4 
2(2H.d. J=8.1 Hz).7.74(2H.d.J=8.1 H 
z),7.82(2H,d,J-o.4Hzj j 


3- 

2- 
141 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Et 


174- 
175 


1.07(3H,t,J=7.5Hz).2.29(3H.s).3.09 
(2H.q.J=7.5Hz).4.20(2H.s).6.04(lH. 
s),4.1 4(2H,s).7.41 (4H.brs).7J4(2H. 
d.J=8.4Hz),7.82(2H.d.J=8.1 Hz) 


J3- 

2- 
142 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


CI 


H 


198.5 
199.5 


DMSO 

2.29(3H,s),4.48(2H.s).7.53(2H.d,J= 
8.4Hz).7.84~8.00(7H.m) 


o 
p 

2- 

143 


0-2 




Me 


s 


H.H 


H 


H 


H 


H 


Me 


H 


172- 
173 


DMSO 

2.02(3H.s).2.28(3H.s).3.85(3H.s).4. 
42(2H.s).7.44(2H.d,J=8.4Hz),7.48( 
2H.d.J=8.4Hz).7.55(1 H,s).7.91 (2H, 
d.J=8.7Hz),7.95(2H.d.J=8.7Hz) 


0- 
2- 
144 


0-2 




Me 


s 


H.H 


OM 


e H 


H 


H 


Me 


H 


174.5 
175.1 


DMSO 1 
2.05(3H,s),2.28(3H.s),3.85(3H,s).4. 
32(2H.s).7.04-7.1 2(2H.m). 
5 7.46(1 H.d, J=8.4Hz),7.90(2H,d,J=8. 
7Hz),7.95(2H.d,J=8.7Hz) 



[0 2 7 3 ] 
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lino] 



No 




R1 


R2 ; 


<1 


R3.R4 


R5 I 


36 I 


37 


38 


RIO 


R15 


mp 


NMR(CDCI3 or DMSO-d6) 


B- 
2- 
145 


0-2 




Me 


S 


H,H < 


DMe 


H 


H 


H 


CI 


H 






B- 

2- 
146 


0-2 




Me 


s 


H.H 


OMe 


H 


H 


H 


F 


H 1 


1 

211.5 
-213 


DMSO 

2.28(3H.s)3.84(3H,s),4.36(2H.s),7.0 
3(1H.d.J=36.6Hz).7.2-7.36(3H ( m). 
7.50(1 H.d.J=8.1 Hz),7.91 (2H,d, J=8. 
7Hz),7.95(2H,d,J=8.7Hz) 


B- 

2- 
147 


ys-2 


F^ 


Me 


s 


H.H 


Et 


H 


u 
H 


rl 


c 
r 


u 
n 


200- 
201 


DMSO 

1 .1 4(3H.t, J=7.5Hz),2.28(3H,s),2.26 
(2H,q,J=7.5Hz),4.42(2H,s) t 6.99(lH, 
d,J=36.9Hz).7.50-7.62(3H.m)7.91 
(2H,d r J=8.4Hz),7.95(2H,d,J=B.4Hz) 


B~ 

9— 

148 


/? -2 
P ^ 


F,^ 


CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


250- 
255(d 

) 


DMSO 

1 .1 5(3H l t.J=6.9Hz).3.54(2H,q t J=6. 
9Hz).3.83(3H t s)4.32(2H,s).4.55(2H, 
s),6.73(1 H,d,J=37.2Hz),7.1 4-7.28 
(2H.m).7.41(1H.d.J=8.1Hz),7.94(2H 
,d,J=8.7Hz).8.00(2H,d,J=8.7Hz) 


2- 

1 AQ 
1 Hi? 


£-2 




GH=NO 
Me 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


245- 
250(d 
ecom. 

% 

j 


DMSO 

3.81(3H.s).3.92(3H,s).4.01 (2H.s),6. 
74(1 H,d.J=36.9Hz).7.14-7.22 
(2H.m).7.40(1H.d.J=8.4Hz),7.93(2H 
,d,J=8.7Hz),8.03(2H.d,J=8.7Hz).8.3 
4(1 H,s) 


e- 

2- 
150 


0-2 


F^ 


CH=NOE 
t 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


209- 
210.5 


DMSO 

1 .26(3H,t.J=7.2Hz),3.82(3H.s).4.1 5 
(2H.q.J=6.9Hz),4.47(2H.s).7.02(1H. 
d.J=36.6Hz),7.30(lH,s).7.31(1H.d, 
J=8.1 Hz).7.49(1 H.d,J=8.1 Hz).7.93( 
2H,d,J=8.4Hz) f 8.03(2H,d.J=8.4Hz). 
8.35(1 H.s) 


/8- 
2- 
151 


£-2 




CH20B 


0 


H.H 


F 


H 


H 


H 


F 


H 


205- 
206 


DMSO 

1.08(3H,t.J=6.9Hz).3.50(2H.q,J=6. 

9Hz) f 4.57(2H f s),5.46(2H.s),7.02(1H 

,d.J=36.3Hz).7.45(1H.t.J=8.7Hz).7. 

55(1 H.d.J=9Hz).7.58(1 H.t, J=1 2.9H 

z),7.97(2H,d,J=8.4Hz).8.04(2H.d,J= 

8.4Hz) 
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R1 



R2 



CC-1 
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CC-3 



C04 



CC-5 



CC-6 
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F 3 C" 



X1 



R3,R4 



H,H 



OM 
e 



F 3 C 



xx 



CH20(C 
H2)2F 



F 3 CO 



XX 



F 3 C 



xx 



CH20Et 



H,H 



H.H 



(GH2)20 
Et 



CH20Et 



H f H 



H,H 



R5 



R6 



R7 



R8 



H 



OM 



OM 



OM 
e 



H.H 



OM 



H 



H 



R9 



H 



H 



H H 



H 



R10 



R15 



Me 



Me 



Me 



R16 



R17 



H 



Me 



Me 



Me 



Me 



Me 



mp 



1 .28(3H.d,J=6:9Hz).2.57(2H),3.2 
5(1H).3.63(3H.s),3.85<3H,s).4.05 
(2H,sX4.09(2H,sX6.02(1 H),6.29( 
1 H),6.74(2H),7.30(1 H,d. J=7.8Hz) 
.7.35(1 H),7.72(2Rd,J=8.4Hz),7.8 
1(2H,d,J=8.4Hz) 



Me 



Me 



Me 



NMR(CDCI3 or DMSO-d6) 



1 .27(3H.d.J=6.9Hz),2.56(2H),3.2 
5(1 HX3.61 (3H.s),4.05(2H.s),4.06 
(2H,s),6.03(1 H) f 6.30(1 HX7.1 5(2H 
.d. J=8.1 HzX7.31 (2H,d, J=8.1 Hz), 
7.35(1 H),7.73(2H.d, J=8.4Hz),7.8 
2(2H,d,J=8.4Hz) 



1 .28(3H,U=7.2Hz),2.49-2.64 
(2H ( m).3.1 9-3.31 (1 H,m),3.63(3H 
sX3.73~3.76(1 H.mX3.83-3.86 
(1 H,m) t 3.88(3H,s),4.1 9(2H,s),4.5 
1 -4.53(1 H,m),4.64(2H,s)A67- 
4.69(1 H.mX6.73-6.77(2H,mX 
7.32(1 H,d,J=7.8Hz),7.75(2H,d J= 
8.4Hz),7.90(2H,d,J=8.4Hz) 



1 .25(3H,t r J=6.9Hz),1 .28((3H,d.J 
=7.2Hz),2.48-2.64(2H,m),3.1 9- 
3.31 (1H,mX3.58(2H,q,J=7.2HzX3 
62(3H,s),3..88(3H t sX4-17(2H,s). 
4.51 (2H t sX6.72-6.76(2H.mX7.30 
7.34(2H,mX7.77-7.82(2H,m) 



.1 6(3H,t, J=6.9Hz).1 ,29((3H,d, J 
:7.2HzX2.49-2.65(2H,mX2.99 
(2H,t,J=6.6Hz).3.20-3.32(1 H.mX 
3.47(2H t q,J=6.9Hz),3.63(3H.sX3. 
68(2H,q.J=6.6HzX3..88(3H,sX4.1 
7(2H,sX6.73-6.77(2H.m).7.33 
(1 H,d,J=7.8Hz).7.72(2H,d,J=8.4 
HzXX7.90(2H,d,J=8.4Hz) 



1 ,25(3H,t,J=6.9HzXl .28((3H,d,J 
=6.9HzX2.48-2.64(2H,m),3.1 9- 
3.31 (1 H,mX3.57(2H,q, J=6.9HzX3 
,63(3H,sX3..88(3H,sX4.17(2H,sX 
4.51 <2H,s).6.7 1 -6.77(2H,mX7.32 
(1H,d,J=7.8HzX7.44- 
7.48(2H.mX7.66-7.71 (2H,m) 
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XT 
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R3.R4 
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H,H 



R5 
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OM 
e 



H,H 



OM 
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H,H 



OM 



F 3 C 



jcr 



CH=NOn 
Pr 



F 3 C 



Me 



CH=NO( 
CH2)2F 



H.H 



(CH2)20 
Me 



H,H 



H.H 



R6 



R7 



OM 



OM 



OM 



H,H 



OM 

e 



H,H 



OM 



R8 R9 



H H 



H H 



H H 



RIO 



H H H Me 



H H 



H H 



H H 



H H 



R15 



R16 



R17 



Me 



Me 



Me 



H H 



Me 



Me 



Me 



Me 



Me 



Me 



mp 



Me 



Me 



Me 



Me 



Me 



Me 



Me 



NMRCCDC13 or DMSO-d6) 



1.28(3H,d,J=6.9Hz),2.20(3H,s),2. 

48-2.65(2H,m),3.1 9-3.31 (1 H.m), 

3.63(3H t s),3.86(3H.s),3.88(3H,s). 

4.07(2H,s) ( 6.70-6.79(2H,m), 

6.96-7.00(2H,m),7.34 

(1 H.d t J=7.8Hz),7.60-7.63(2H,m) 



Me 



1.28(3H t d,J=7.2Hz),2.26(3H,s),2. 
47-2.62(2H,m),3.22-3.29(1 H.m), 
3.62(3H,s),3.89(3H,s), 
4.10(2H,s),6.73- 
6.76(2H.m),7.32(1H,d. 
J=7.8Hz).7.73(2H.d,J=8.1 Hz),7.8 
0(2H,d,J=8.lHz) 



0.98(3H.t,J=7.5Hz),1 .29(3H,d,J= 

6.9Hz),1 .69-1 .8 1 (2H.m).2.48- 

2.65(2H.m),3.1 9-3.32(1 H.m). 

3.63(3H,s),3.88(3H.s),4.1 3(2H,t 

J=6.9Hz),4.30(2H,s), 

6.72-6.76(2H.m), 

7.33(1 H,d,J=7.8Hz).7.75(2H,d, J= 

8.4Hz)/7.84(2H,d,J=8.4Hz),8.20( 

1H f s) 



1 .29(3H.d.J=7.2Hz),2.49-2.65 
(2H,m).3.20-3.32(l H,m),3.63 
(3H,s),3.8(3H.s),4.28(2H.s).4.39( 
2H,d,J=28.5Hz), 
4.69(2H,d,J=47.4Hz),6.73- 
6.77(2H.m),7.32ClH,d, 
J=7.5Hz).7.76(2H,d,J=8.4Hz).7.8 
3(2H.d.J=8.4Hz), 8.26 (1H, s) 



1 .29(3H,d t J=6.9Hz),2.49-2.65 

(2H,m),2.99(2H,t t J=6.9Hz),3.22 

3.35(4H,m),3.63(3H,s).3.64(2H f t. 

J=6.9Hz),3.88(3H,s)A15(2H t s),6 

.72-6.77(2H,m),7.33(1 H,d,J=7.8 

Hz).7.73(2H,d,J=8.4Hz).7.88(2H, 

d.J=8.4Hz) 
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H,H < 


}M 
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H H 
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Me 


H 


Me 


1 

( 
( 
( 
r 

t 


.29(3H.d,J=6.9Hz),2.49-2.65 
2H.m).3.20-3.32(1H,m),3.62 
3H,s),3.84(3H lS X3.91(2H f s),4.05 
2H.s),5.93(2H.s),6.56-6.59 (2H, 
n),6.70-6.76(3H.m).7.29(1 H,d, 
J=8.4Hz),7.68(2H.d,J=8.4Hz),7.7 
\ (2H,d,J=8.4Hz) 


cc- 

17 






3H=NOc 
Pen 
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H.H « 


DM 
e 


H 


H 


H H 


H 


Me 


H 


Me 


1 

( 


1 .29(3H.d,J=6.9Hz),1 .6-1 .8(8H, 
ti),2.48-2.65(2H,m).3.1 9-3.31 
1 H,m).3.63(3H,s),3.87(3H,s).4.3 
D(2H,s),4.78(1 H.rn),6.72-6.76 
:2H.m),7.32(1H.d.J=7.8 Hz), 7.75 
(2H,d,J=8,7Hz),7.84(2H,d,J=8.7 
Hz), 8.16(1H.s) 


cc- 

18 






CH=NOi 
Pr 


S 


H,H 


OM 

e 


H 


H 


H Fi 


H 


Me 


H 


Me 




1 .29(3H,d,J=6.9Hz),1 .32(6H.d,J= 
6.6Hz),2.48-2.65(2H,m),3.1 9- 
3.31(lH,m),3.63(3H ) s).3.87(3H,s) 
,4.30(2H.s).4.41 -4.49(1 H.m),6/72 
-6.76(2H.m).7.32(1 H,d,J=7.8Hz), 
7.75(2H,d,J=8.4Hz),7.84(2H.d,J= 
8.4Hz),8.18(1H,s) 


cc- 

19 




J? 


CH=NO 
Me 


S 


H,H 


OM 

e 


H 


H 


H Y 


\ H 


Me 


H 


Me 




1 .29(3H.d.J=6.9Hz),2.48-2.65 
(2H,m),3.20-3.29(l H,m),3.63(3H, 
s).3.88(3H.s).3.97(3H,s).4.30(2H, 
s).6.73-6.79(2H,m),7.34(1 H.d, 
J=7.5Hz)J.75(2H,d,J=8.4Hz),7.8 
3(2H, d, J=8.4 Hz), 8.15 (1H. s) 


GC- 
20 






CH=NO( 
CH2)2CI 


S 


H P H 


OM 
e 


H 


H 


H 1 


-1 H 


Me 


H 


Me 




1 .29(3Rd, J=6.6Hz),2.49-2.66 
(2H.m).3.20-3.32(1 H,m),3.64(3H. 
s),3.78(2H.t.J=5.7Hz),3.88(3H.sX 
4.28(2H.s),4.38(2H,t,J=5.7Hz),6. 
73-6.77(2H,m),7.32(1 H.d, J=7.5 
Hz), 7.77 (2H, d, J=8.4 Hz). 7.82 
(2H, d, J=8.4 Hz), 8.26 (1H, s) 


CG- 
21 




XT 


CH2QnP 

r 


S 


H,H 


OM 

e 


H 


H 


H 


H H 


Me 


H 


Me 




0.94(3H,t J=7.5Hz),1 .28(3H.d,J= 
7.2Hz),1 .60-1 .67(2H,m),2.48- 
2.64(2H,m),3.19-3.31(1H,m), 
3.47(2H,tJ=6.6Hz).3.63(3H.s).3. 
88(3H.s)A1 7(2H.s).4.50(2H,s).6. 
72-6.76(2H 1 m),7.32(1 H,d,J=7.8 
Hz), 7.45 (2H, d, J=8.4 Hz), 7.70 
(2H, d, J-8.4 Hz; 


22 




FaCO^ 


CH=NO 
Me 


S 


H,H 


OM 

e 


H 


H 


H 


H H 


Me 


n 






1.29(3H t d).2.48-2.65(2H,m),3.1 9 
-3.32(1 H,m),3.63(3H,s),3.88(3H, 
s),3.97(3H,s).4.29(2H,s),6.73- 
6.77(2H,m).7.32-7.35(3H.m), 
7.75(2H,d,J=8.7 Hz), 8.13 (1H. s) 


CO- 
23 






Me 


S 


H,H 


H 


H 


H 


H 


H H 


Me 


H 


Me 






cc- 

24 






CH20E 




H,H 


OM 
e 


H 


H 


H 


H H 


Me 


H 


Me 







[ 0 2 7 7] 



mtiE# 2004-3122736 



#120 0 4-3 1625 1 



^-v: 192/ 



[$14 4] 



No 


m 


R1 


R2 


X1 


R3.R4 


R5 


R6 R7 R8 


R9 R10 f 


*15 f 


R16 f 


317 


mp 


NMRCCDCI3 or DMSO-d6) 


CC- 
25 






5H20nP 
r 


S 


H,H C 


)M 

e 


H H H 


H H 


Me 


H 


Me 






cc- 

26 






DH20CH 
2cPr 


s 


H,H C 


)M 
e 


H H H 


H H 


Me 


H 


Me 






CC- 
27 






CH20Et 


o 


H,H ( 


DM 

e 


H H H 


H H 


Me 


H 


Me 






cc- 

28 






SH20nP 
r 


o 


H,H < 


DM 

e 


H H H 


H H 


Me 


H 


Me 






cc- 

29 




jy 


Me 


o 


H,H 


OM 
e 


H H H 


H H 


Me 


H 


Me 






I CC- 
j 30 




jy 


CH20Et 


o 


H,H 


F 


H H H 


H H 


Me 


H 


Me 
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jy 
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Me 
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33 




F 3 C^^ 


0H2OEt 
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H.H 
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H H h 


i H H 


Me 


Me 


Me 
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34 






Me 
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H.H 
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H H \ 


H H H 


Me 


Me 


Me 
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35 
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Me 


s 


RH 


H 


H H I 


■4 H H 


Me 


H 


Me 




2.09(3H,s),2.30(3H f s),2.59(2H f m) 
,3.22(2H.m).4.1 1(3H,s),5.l 7(2Rs 
),7.15(2H,d.J=8.4Hz),7.34(2H.d,J 
=8.1 Hz).7.73(2H,d,J=8.7Hz).7.81 
(d,J=8.1Hz) 


cc- 

36 






CH20Et 


s 


H.H 


H 


H H 


H H H 


Me 


H 


Me 




1 .25(3H.t,J=6.9Hz),1 .26(3H.d,J= 
7.2Hz).2.55(2H).3.27(1 H).3.58(2 
H,q, J=6.9Hz),3.61 (3H.s),4.21 (2H, 
s),4.50(2H.s)J. 1 5(2H,d, J=8. 1 Hz) 
f 7.35(2H,d,J=8.1 Hz).7.75(2H,dJ= 
8.4Hz),7.87(2H,d,J=8.4Hz) 


cc- 

37 




jy 


CH20nP 
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H,H 


H 


H H 


H H H 


Me 


H 


Me 




0.95(3H > t,J=7.5Hz),1 .27(3H,d.J= 
6.9Hz),1 .65(2H).2.55(2H).3.23(1 
H).3.48(2H.q.J=6.9Hz),3.61 (3H,s 
),4.21(2H,s)A50(2H.s),7.1 5(2Kd 
,J=8.1 Hz),7.35C2H,d,J=8.1 Hz),7. 
75(2H,dJ=8.4Hz),7.89(2H,d,J=8. 
4Hz) 


CO 
38 


i 




Me 


s 


H.H 


OM 
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H H 


H H H 


Me 


H 


Me 




1 .28(3H,d,J=8.4Hz) f 2.21 (3H,s),2. 
55(2H)3.23(1 H).3.62(3H.s).3.88( 
3H,s).4.07(2H.s),6,72-6J6(2H, 
m).7.32(1 H,d.J=8.4Hz).7.44(2H,d 
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Me 
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Me 
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.26(3H,d.J=6.9Hz).2.20(3H.s),2, 
J5(2H)3.24(1 H),3.61 (3H.s).4.09C 
JH,s).7.14(2H.d.J=8.1Hz).7.34(1 
-l f d,J=8.4HzX7.44(2H,d,J=8.4Hz 
,7.62(2H,dJ=8.4Hz) 
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H.H 


DM 
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H H H 


H H 


Me 
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Me 
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|.27(3H.d.J=6.9Hz).2.23(3H,s),2. 
56(2H)3,25(1 H).3.62(3H,sX3.88( 
3H,s),4.08(2H.s).6.72-6.76(2H. 
Ti).7.32(1H.d.J=8.4Hz).7.71(2H,d 
J=8.4Hz) 


on— 
41 
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Me 
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H,H 


F 


LI LJ L 

H H n 


n n 


ivie 


H 


Me 




1.27(3H.d.J=6.9HzX2.27(3H,sX2. 

55C2H)3.25(1 H).3.62(3H.s).4.09( 

2H.s),6,91-7.00(2H,m).7.35 

(1 H.t, J=8.1 Hz).7 .73(2H,d J=8.4H 

z),7.81(2H.d.J=8.4Hz) 
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F 
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\ H H 


Me 
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Me 




1 .25(3H.t. J=8.4Hz).1 .26(3H,t, J= 

6.9Hz).2.55(2H)3.26(1 H).3.59(2H 

,q,J=6.9Hz).3.62(3H.s).4.18(2H.s 

X4.53(2H,sX6.95(2H,d,J=8.7HzX 

7.32-7.39(3H,mX 

7.79(2H.dJ=8JHz) 


CC- 
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H.H 
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H H \ 


-I H H 


Me 
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Me 




1 .26(3H,d r J=6.9Hz),1 .27(3H.d,J= 
8.1 Hz).2.55(2H)3.27(1 HX3.61 (2H 
,q,J=8.2HzX3.62(3H t sX6,95(2H,d 
t J=9.6Hz).7.37(1 H.t J=7.5Hz),7.7 
5(2H,dJ=8.4Hz), 
7.83(2H.d,J=8.4Hz) 


cc- 

44 
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Me 




1 .27(3H,d. J=8.1 Hz).1 .34(3H.t J= 
7.2Hz),2.55(2H)3.25(1 H),3.62(3H 
,s),4.26(2H,q t> J=7.2Hz).4.3 1 (2H. 
s).6 t 04(2H f d. J=9.4Hz).7.36(1 H.t. 
J=8.2Hz),7.82(2H,d,J=8.2Hz) 


cc- 

45 
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H.H 
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H H 


H H H 


Me 
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Me 




1 .25(3H,t, J=7.2Hz).2.54(2H).3.2 
4(1 H),3.58(2H.q. J=7.2Hz).3.62(3 
H,s).6.93(2H.d,J=9.6Hz).7.37(1 H 
t,J=7.2Hz) ? 7.46(2H.d t J=8.4Hz),7 
68(2H,d,J=8.4Hz) 




cc- 
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Me 




1 .27(3H ( t. J=6.9Hz) t 1 .29(3H,d,J= 
6.9Hz),2.61 (2H).3.59C2H,q.J-6.9 
HzX3.63(3H,sX4.23(2H.sX4.53(2 
H.s),7.08-7.1 5(3H.m).7.75(2H.d. 
J=8.4Hz),7.87(2H.d,J=8.4Hz) 




co 

48 






' CH20nF 


S 


H.H 


H 


F H 


H H H 


Me 


H 


Me 




0.97(3H.t.J=7.2Hz),1 .28(3H.d.J= 
6.9Hz).1 .64(2H),2.61(2H).3.49(3 
H,s).3.62(3H,sX4.23(2H.s),4.52( 
H,s) .7.07-7.1 4(3H,mX7.75(2H,d 


2 
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H 
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1 .29(3H t dJ=6.9Hz),1 .34(3H,t,J= 
3.9Hz),2.61 (2H),3.53(1 H),3.62(3 
rt,s) r 4.23(2H,qJ=6.9Hz),4.37(2H ? 

s),7.10-7.1 5(3H,m),7 J6(2H.d, 
J=8.4Hz),7.82(2H,d,J=8.4Hz) 
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Me 




1.22(3H.d.J=7.2Hz),2.24(3H,s),2. 
34(3H.s),2.55(2H),3.51 (1 HX3.62 
(3H,sX4.1 1 (2H,s),7.09-7.24(3H, 
m) t 7J1 (2H,d.J=8.4Hz),7.82(2H,d 
.J=8.4Hz) 
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1 .22(3H,d,J=6.9HzX2.35(3H,t, J= 
7.2Hz).2.34(3H,s),2.55(2H).3.49( 
1H,),3.63(3H.s).4.22(2H),4.35(2H 
,s)7.1 0C1 H,d,J=8.1 Hz).7.22(1 H,d, 
J=4.8Hz) t 7.76(2H,d > J=8.4HzX7.8 
3(2H,d,J=8.4Hz) 
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1 .21(3H.d,J=6.9Hz),1 .25(3H,t J= 
6.9Hz).2.33(3H,s).2.55(2H).3.48( 
1 H,),3.56(2H,q, J=6.9Hz),3.62(3H 
,s),4.1 9(2H.s),4.47(2H,s),7.1 0(1 H 
,d,J=8.1 Hz),7.19-7.25(2H,mX 
7.46(2H,d.J=8.4Hz).7.67(2H,d,J= 
8.4Hz) 
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1 .22(3H.d. J=6.9HzX 1 ,26(3H,t. J= 

6.9HzX2.33(3H.sX2.55(2HX3.48( 

1 H,X3.57(2H.q,J=6.9HzX3.62(3H 

,s)A01(2H.s),4.50(2H,s).7.13(1H 

,d,J=7.8Hz).7.1 9-7.25(2H.m). 

7.75(2H,d,J=8.4Hz),7.88(2H,d,J= 

8.4Hz) 
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1 .27(3H.t,J=7.2Hz).1 .35(3H,t,J= 
7.2Hz),2.47-2.64(2H,mX3.1 8- 
3.31(1 H.mX3.62(3H,sX4.23(2H.q. 
J=7.2HzX4.35(2H,s).7.1 5(2H,d,J 
=8.1 HzX7.37(2H,d,J=8.1 HzX7.76 

Hz) 
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1 .29(3H,t,J=6.9Hz),1 .33(3H,t. J= 
6.9HzX2.48-2.65(2H,mX3.1 7- 
3.32(1 H,mX3.63(3H,sX3.87(3H,s) 
,4.22(2H,q,J=6.9HzX4.30(2H,s),6 
.70-6.80(2H,m),7.33(1 H,d. J= 
7.8HzX7.75(2H,d,J=8.4HzX7.84( 
2H,d,J=8.4HzX8.18(1H,s) 
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1,31(3H,d,J=6.9Hz),2.60(2H).3.2 
4(1 H),3.85(3H,s),4.05(2Ks),4.08 
(2H,s),6.02(1 H),6.29(1 H),6.74(2H 
),7.30(1 H,d,J=7.8Hz),7.34(1 H).7. 
72(2H,d T J=8.4Hz).7.801 (2H,d. J= 
8.4Hz) 



oil 



Me 



Me 



NMRCCDCI3 or DMSO-d6) 



1 ,29(3H,d.J=6.9Hz),2.59(2H).3.2 
4(1 H).4.04(2H,s).4.06(2H,s),6.03 
(1 H),6.30(1 H),7.1 5(2H.d, J=8.4Hz 
) t 7.32(2H.d.J=8.4Hz),7.35(1H),7, 
72(2H,d,J=8.4Hz),7.81 (2H,d. J=8. 
4Hz) 



1 .30(3H,t,J=6.9Hz).2.52-2.68 
(2H,irO,3.1 8-3.30(1 H.m),72-3.75 
(1 H,m).3.82-3.85(1 H,m),3.87 
(3H,s)A19(2H,s).4.50-4.53(1H 
m),4.63(2H.s).4.66-4.68(1 H.m), 
6.73-6.80(2H,m).7.32(1 H,d,J= 
8.4Hz).7.74(2H.dJ=8.4Hz).7.89(2 
H,d,J=8.4Hz) 



1 .25(3H.t, J=7.2Hz).1 .30((3H,d,J 
=7.2Hz),2.52-2.68(2H.m).3.1 8 
3.30(1 H,m).3.57(2H,q, J=7.2Hz),3 
.88(3H,s).4.1 7(2H,s).4.51 (2H,s),6 
.71-6.77(2H.m),7.30- 
7.34(2H,m) ,7.77-7.81 (2H,m) 



1 .1 5(3H,t,J=7.2Hz),1 .32((3H,d,J 
=6.9Hz).2.54-2.69(2H,m),2.90 
(2H,t, J=6.6Hz),3.1 9-3.31 (1 H.m) 
3.46(2H,q,J=7.2Hz),3.63(2H.tJ= 
6.6Hz).3..87(3H,s).4.14(2H.s).6.6 
3-6.78(2H,m).7.33(1 H,d,J=7.8 
Hz),7.72(2H,d,J=8.4Hz),),7.89(2 
H,d.J=8.4Hz) 



1 .24(3H.t,J=6.9Hz),1 .30((3H.d,J 
=6.9Hz),2.52-2.68(2H,rr0,3.1 8- 
3.30(1 H,m),3.56(2H,q T J=6.9Hz) 
„878(3H,s).4.16(2H.s).4.50(2H,s) 

,6J2-6.77(2H,m) ,7.33(1 H.d, J= 
7.5Hz),7.42-7.47(2H,m),7.66- 
7.70(2H,m) 
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.86(3H.s),3.88(3H,s).4.07(2H.s), 
.73(1H.s),6.76(1H,d.J=7.8Hz).6. 
6-7.03(2H,m).7.34(1 H t d.J=7.8 
te),7.59-7.63(2H,m) 
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1.31(3H,d,J=6.9Hz),2.52-2.69 
:2H,m),3.1 8-3.30(1 H.m).3.42 
:3H f s),3.88(3H,s),4.18(2H,s).4.48 
C2H,s).6.73-6.77(2H.m).7.33 
(1 H,d,J=8.1 Hz).7.74(2H,d. J=8.1 
Hz).7,87(2H,d,J=8.1 Hz) 
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H H r 


t H H 


Me 
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oil 


0.94(3H,t,J=7.2Hz),1 .31(3H.d.J= 
6.9Hz).1 .58-1 .70(2H.m).2.52- 
2.69(2H,m),3.1 9-3.30(1 H,m), 
3.48(2H,t.J=6.6Hz),3.88(3H.s).4. 
1 7(2H t s) f 4.50(2H.s) r 6.73-6.77 
(2H.m),7.30-7.34(3H l m).7.80 
(2H.d,J=9.0Hz) 
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-12 






Me 
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H.H 


OM 
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H H \ 


H H H 


Me 
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115. 
5- 
117. 

5 


1 .31 (3H,d.J=6.9Hz),2.26(3H,s),2. 
53-2.69(2H,m),3.21 -3.31 (1 H,m). 
3.88(3H.s).4.1 0(2Ks).6.73-6.77 
(2H.m).7.33(1 H,d.J=8.1 Hz).7.73( 
2H.d,J=8.1Hz). 
7.80(2H,d.J=8.1Hz) 
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71.0 
72.0 


0.97(3H,t.J=7.5Hz),1 .31 (3H.d.J= 
6.9Hz).1 .71-1 .80(2H,m).2.52- 
2.70(2H.m).3.21-3.31 (1 H.m). 
3.87(3H,s).4.13(2H,t,J=6.9Hz),4. 
30(2H.s).6.73(1 H,s),6.76(t H,d.J= 
7.8Hz).7.34(1H.d,J=7.8Hz). 7.7E 
(2H. d. J=8.1 Hz). 7.84 (2H. d 
J=8.1 Hz), 8.1 9 (1H. s) 
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92.0 
93.5 


1 .31 (3H. d. J=6.9 Hz). 2.52-2.7( 
(2H, m), 3.19-3.31 (1H, m), 3.8" 
<3H, s), 4.28 (2H. s). 4.38 (2H, c 
J=28.5 Hz). 4.68 (2H. d. J=47.' 
Hz). 6.74-6.78 (2H, m). 7.33 (1h 
' A 1-7 ft Ht) 7 76 C2H d. J=8. 
Hz), 7.83 (2H, d, J=8.4 Hz). 8.2 
(1H. s) 


) 
1 
\, 
% 
1. 
4 
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-15 






' (CH2)2C 
Me 


5 s 


H,H 


OM 
e 


H H 


H H H 


M€ 


H 


80.0 
81. 1 


1 .32(3A,d,J=6.9Hz),2.54-2.69(2 
H t m).2.89(2H.t.J=6.9Hz).3.21 -3 
33(4H.m).3.59(2H.tJ=6.9Hz).3.! 
) 7(3H,s),4.13(2H.s).6.74-6.78(2h 
s).7.33(1 H,d.J=7.8Hz),7.73(2H,c 


\, 
i. 



[0 2 8 2] 



ffiSE# 2004-3122736 



t&M 2004-316251 



^-v : 197/ 



[$14 9] 



No 


m 


R1 


R2 


X1 


R3.R4 


R5 


R6 F 


*7 f 


*8 f 


*9 


R10 l 


R15 I 


R16 


mp 


NMRCCDCI3 or DMSO-d6) 
































J=8.7Hz),7.86(2H,d,J=8.7Hz) 
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.31 (3H, d, J=7.2 Hz), 2.53-2.59 
2H. m), 3.21-3.28 (1H, m), 3.83 
3H, s) ( 3.90 (2H, s). 4.04 (2H, s), 
5.94 (2H, s), 6.55-6.58 (2H, m), 
3.70-6.76 (3H, m\ 7.28 (1H, d, 
J=8.1 Hz), 7.68 (2H, d, J=8.4 
Hz), 7.74 (2H, d f J=8.4 Hz) 


CCC 
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CH=NOc 
Pen 
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H.H 


OM 
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Me 


H 


71.0 
72.5 


1 .32 C3H, d, J=6.9 Hz), 1 .59-1 .86 
:8H, m), 2.53-2.70 (2H t m), 
3.21-3.29 (1H. m), 3.87 (3H. s), 
4.30 (2H, s), 4.78 (1H, m). 6.73- 
6.77 (2H, m), 7.33 (1H. d, J=7.8 
Hz), 7.75 (2H, d. J=8.4 Hz). 7.84 
(2H, d, J=8.4 Hz), 8.16 (1H, s) 


CCC 
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CH=NOi 
Pr 
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H.H 


OM 
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H 


H 


H 


Me 


H 


86.0 
87.0 


1.30-1.33 (9H. m). 2.53-2.70 
(2H, m). 3.19-3.31 (1H, m), 3.87 
(3H, m), 4.30 (2H. s). 4.39-4.51 
(1H. m), 6.73-6.78 (2H. m), 7.34 
(1H, d, J=7.8 Hz), 7.75 (2H, d, 
J=8.4 Hz), 7.84 (2H, d. J=8.4 
Hz), 8.18 (1H. s) 
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Me 
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OM 
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H 
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Me 
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83.0 
84.0 


1.31 (3H, d, J=6.9 Hz), 2.53-2.70 
C2H. m), 3.19-3.31 (1H, m), 3.87 
(3H, s). 3.97 (3H, s), 4.30 (2H, s), 
6.73-6.77 (2H. m), 7.35 (1H, d, 
J=7.8 Hz). 7.75 (2H. d, J=8.4 
Hz), 7.83 (2H, d, J=8.4 Hz), 8.15 
C1H, s) 


CCC 
-20 
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CH2)2CI 
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H.H 


OM 
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Me 


H 


105. 

5- 
107. 

0 


1.32 (3H, d, J=6.9 Hz), 2.53-2.70 
(2H, m), 3.19-3.31 (1H, m), 3.77 
(2H. t, J=5.7 Hz), 3.88 (3H, s). 
4.28 <2H, s), 4.37 (2H, t. J=5.7 
Hz), 6.74-6.78 (2H, m), 7.32 (1H, 
d, J=7.5 Hz), 7.76 (2H, d, J=8.4 
Hz), 7.82 (2H, d, J=8.4 Hz), 8.25 
(1H,s) 


CCC 
-21 
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Me 
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oil 


0.94 (3H, t. J=7.5 Hz), 1.31 (3H, 
d, J=6.9 Hz), 1.57-1.69 (2H, m), 
2.52-2.69 (2H, m), 3.18-3.30 
(1H, m), 3.46 (2H, t, J=6.6 Hz), 
3.87 (3H, s), 4.16 (2H. s). 4.49 
(2H, s). 6.73-6.77 (2H. m). 7.33 
f1H d J=7 5 Hz) 7 45 (2H. d. 
J=8.4 Hz), 7.69 (2H. d. J=8.4 Hz) 
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Me 
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100. 
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1.31 (3H, d, J=6.9 Hz), 2.52-2.70 
(2H, m). 3.19-3.31 (1H, m). 3.87 
(3H, s), 3.96 (3H, s). 4.29 (2H, s). 
6.73-6.77 (2H, m), 7.33-7.35 
(3H, m), 7.74 (2H, d, J=8.7 Hz), 
8.12 (1H, s) 



[0 2 8 3 ] 



£BfIE# 2004-3122736 



#11 2004-316251 



i—y. 198/ 



5 0] 



No 


m 


R1 


T\£. 


A 1 


r\0 T i\'+ 


R5 


R6 I 


37 I 


RQ 1 


39 


R10 


R15 


R16 


mp 


NMR(CDC13 or DMSO-d6) 


CCC 
-23 






Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


86- 
88 




CCC 
-24 




XX 


CH20Et 


s 


H.H ' 


DM 

e 


H 


H 


H 


H 


H 


Me 


H 


82- 




CCC 
-25 






bnZUflr 
r 


s 


H.H 


OM 

e 


H 


H 


H 


H 


H 


Me 


H 


65- 
69 




CCC 
-26 






CH20CH 
2cPr 


s 


H.H 


OM 
e 


H 


H 


H 


H 


H 


Me 


H 


55- 
58 




CCC 
-27 




P 3 C^ 


CH20Et 


0 


H,H 


OM 
e 


H 


H 


H 


H 


H 


Me 


H 


121- 
123 




CCC 
-28 




XT 


CH20nP 
r 


0 


H,H 


OM 

e 


H 


H 


H 


H 


H 


Me 


H 


127- 
129 




CCC 
-29 






Me 


0 


H.H 


OM 

e 


H 


H 


H 


H 


H 


Me 


H 


96- 
98 




CCC 
-30 






CH20Et 


0 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


124- 
126 




CCC 
-31 






CH20nP 
r 


0 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


1 99— 

124 




CCC 
-32 






Me 


0 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


113- 
115 




CCC 
-33 






CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


Me 


90- 
92 




CCC 
-34 






Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


Me 


108- 
109 




CCC 

-35 






Me 


s 


H,H 


H 


H 


H 


H 


H 


H 


Me 


H 


183- 
186. 
5 


1.28(3H,d,J=7.2Hz),2.30(3H,s),2. 
59(2H.m),3.24(1 H.m).4.1 1(3H,s), 
4.79(2H,s.),7.15(2H,d,J=8.4Hz),7 
.34(2H.d.J=8.4Hz).7.74(2H,m),7. 
81(2H.m) 
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315 F 


116 
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5H20nP 
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H.H 
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H H H 


H H 


Me 


H 


0 
6 

59- V 
60 .< 

A 


.94(3H.t, J=7.2Hz),1 .29(3H.d, J= 
.9Hz),1 .64(2H),2.58(2H),3.26<1 
*),3.47(3H,t, j=6.6Hz).4.21 (2H,s) 
*.49(2H,s),7.1 5(2H,d, J=8.4Hz).7 
34(2H.d.J=8.4Hz),7.74(2H,dJ=8. 
tHz).7.87(2H,d,J=8.4Hz) 
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-38 
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H.H 


DM 
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H H H 


H H 


Me 


H 


1 

e 

116- 4 

117 t 

i 


.30(3H,d.J=6.9Hz),2.21 (3H f s).2. 
>5(2H).3.24(1H),3.87(3H.s).4.07( 
>H.s),6,72- 

3.78(2H,m),7.32(1 H,d, J=8.4Hz),7 
44(2H,d,J=8.4Hz),7.61 (2H,dJ=8. 
*Hz) 
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-39 






Me 


s 


H,H 


H 


H H H 


H H 


Me 


H 


149- 
150 


1 .29(3H,d,J=6.9Hz),2.1 9(3H,s),2. 
59(2H)3.24(1 H),4.09(2H.s),7.14( 
2H,d.J=8.4Hz).7.34(2H,d,J=8,4H 
z).7.44(2H l d t J=8.4Hz),7.62(2H.d 
J=8.4Hz) 
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-40 
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H.H 


OM 
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H H r 


I H H 


Me 


H 


75- 
76 


1.30(3H,d.J=6.9Hz).2.23(3H,s),2. 
60(2H),3.24(1H).3.88(3H,s),4.07( 
2H,s).6.72- 

6.78(2H,m).7.32(3H.d,J=8.4Hz),7 
J1(2H,d,J=8.4Hz) 


CCC 
-41 






Me 


s 


H.H 


F 


h h f 


4 H H 


Me 


H 


117- 
118 


1.30(3H,d.J=6.9Hz),2.26(3H.s),2. 
59(2H).3.24(1 H),4.09(2H,s),6.92( 
1 H.s).6.96(1 H,m,)J.35(1 H.d,J=8. 
4Hz).7.73(2H,d.J=8.4Hz).7.80(2 
H,d,J=8.4Hz) 
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H H I 


H H H 


Me 


H 


55- 
56 


1 .25(3H.tJ=6.9Hz),1 .29(3H.d. J= 
6.9Hz).2.59(2H).3.24(1 H).3.59(2 
H t q.J=6.9Hz).4.18(2H f s).4.52(2H, 
s).*6.94(2H t d, J=9.0Hz).7.31 - 
7.40(3H.m,).7.79(2H.d,J=8.4Hz) 
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H H 


H H H 


Me 


H 


87- 
88 


1 .26(3H.tJ=6.9Hz) t 1 .29(3H,d, J= 

6.9Hz),2.59(2H).3.23(1 H),3.59(2 

H,q,J=6.9Hz).4.19(2H.s).4.54(2H. 

s).6,94(2H.d,J=9.0Hz),7.36(3H.t. 

J=7.5Hz).7.74(2H,d,J=8.4Hz),7.8 

7(2H.d t J=8.4) 
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-44 
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h h 


H H H 


Me 


H 


148- 
149 


" 1.29(3H,dJ=6.9Hz).1.34(3H.t t J= 
6.9Hz).2.58(2H),3.24(1 H).3.59(2 

• H),4.31 (2H.s),6.94(2H,d.J=9.0Hz 
),7.37(3H.t,J=7.5Hz).7.74(2H.d,J 
=8.4Hz),7.87(2H,d r J=8.4).8.1 6(1 
H.s) 


CCC 
-45 
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H.H 
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H H 


H H H 


Me 


H 


60- 
61 


1 .25(3H,t J=6.9Hz),l .28(3H.d. J= 
6.9Hz),2.o9Q2nAo.Zov.l rt; T o.oy^z 
H,q, J=6.9Hz).4.1 8(2H.s),4.51 (2H, 
s),6,94(2H,d,J=9.0Hz),7.37(3H,t, 
J=7.5Hz),7.46(2H,d,J=8.4Hz),7.6 
7(2H.d.J=8.4) 
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-46 
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Me H 
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Me H 



Me H 
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H 



Me 



H 



Me 



M 



64- 
65 



1 .26(3H t tJ=6.9Hz),1 .30(3H,d, J= 
6.9Hz),2.64(2H),3.49(1 H),3.59(2 
H,q,J=6.9HzX4.23(2H,s),4.52(2H, 
s),7.07- 

7.1 4(3H.m,) t 7.75(2H.d, J=8.4Hz) 
7.87(2H.d.J=8.4) 



72- 
73 



22- 
123 



Me 



H 



0.96(3H.tJ=7.2Hz),1 .30(3H,d,J= 
7.2Hz),1 .67(2H),2.65(2H),3.49(3 
H).4.23(2H,s).4.52(2H,s),7.07- 
7.1 4(3H,m t ),7-75(2H,d, J=8.1 Hz), 
7.87(2H.d,J=8.1) 



1 .32(3H,t J=7.2Hz),1 .35(3H.d.J= 
7.2Hz).2.64(2H).3.49(1 H).4.23(2 
H.q. J=6.9Hz),4.38(2H.s),7.1 1- 
7.26(3H,m.).7.75(2H,d,J=8.4Hz), 
7.82(2H,d,J=8.4) 



74- 
75 



1.23(3H,d,J=6.6Hz),2.22(3H.s).2. 
32(3H.s).2.57(2H),3.47(1 H.X4.09 
(2H.s),7.11- 

7.24(3H,m).7.73(2H.d.J=8.4Hz).7 
.81(2H,d,J=8.4Hz) 



03 
104 



1 .24(3H.d,J=6.9Hz),1 .34(3H t t.J= 
7.2Hz),2.33(3H.s).2.59(2H),3.48( 
1 H),4.22(2H,q,J=6.9Hz),4.34(2H. 
s)7,11(1H.d.J=8.1Hz).7.21- 
7.26(2H,m),7.75(2H,d.J=8.4Hz).7 

.83(2H.d.J=8.4Hz) 



82- 
83 



1 .23(3Rd,J=6.9Hz),1 .24(3H.t,J= 
6.9Hz),2.33(3H,s),2.60(2H),3.47( 
1 H.).3.55(2H,q,J=6.9Hz).4.1 9(2H 
f s) f 4.467C2H.s) t 7.1 0(1 H,d, J=8.1 H 
z).7.1 9-7.25(2H,m),7.45(2H,d. 
J=8.4Hz),7.68(2H,d,J=8.4Hz) 



66- 
67 



1 .23(3H,d,J=6.9Hz),1 .25(3H.t.J= 
6.9Hz),2.33(3H.s),2.59(2H),3.47( 
1 H.),3.54(2Hq.J=6.9Hz)A20(2H 
s),4.49(2H,s),7.1 0(1 H.d.J=7.8Hz) 
J.1 9-7.25(2H.m).7.75(2H.d. 
J=8.4Hz).7.87(2H.d.J=8.4Hz) 
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142. 
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1 .1 9(3H,t,J=6.9Hz),1 .26(3H.t,J= 
67.2Hz).3.04-3.20(1 H.m),4.1 5 
(2H.q,J=7.2Hz).4.43(2H.s).7.23(2 
H.d,J=8.4Hz).7.34(2H.d,J=8.4Hz 
).7.93(2H,d.J=8.4Hz),8.03(2H,d.J 
=8.4Hz),8.33(1 H. s) 



Me 



97- 
98 



1 .21(3H,t,J=6.9Hz).1.26(3H.t l J= 
6.9Hz),3.02-3.20(1 H.m).3.79 
(3H,s),4.14(2H ? q,J=6.9Hz),4.33(2 
H,s),6.82(1H,dd,J1=7.82Hz,J2=1 
.2Hz),6.90(1 H.d. J=1 ,2Hz),7.29(1 
H t d,J=7.8Hz),7.93(2H,d,J=8.4Hz 
).8.03(2H f d t J"8.4Hz).8.32(1 H.s) 
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NMR(CDCI3 or DMSO-d6) 



CDCI 3 

0 95(3H.t. J=7.2Hz),1 .64(2H),3.4B( 
2H.U=6.6Hz).3.67(3H,s).3.71 (3H, 
s).3.73(2H f s),4.23(2H.s),4.50(2H,s 
),7.03(1 H,s).7.1 8(1 H.dd.J=8.4.1 .5 
Hz)J.42(1 H.dd.J=1 .5.0.6Hz),7.50( 
1H,dd.J=8.4,0.6Hz),7.74(2H,d.J=9. 
nH 7 V7.89(2H,d,J=9.0Hz) 



0.94(3H.t J=7,5Hz),1 .59-1 .70(2H, 
m).3.46(3H,tJ=6.6Hz).3.69(3H.s). 
3.71(3H t s).3.73(2H,s),4.22(2H,s).4 
48(2H,s),7.03(1H.m). 7.19 (1H. dd 
J=8.1. 1.5 Hz). 7.42 (1H, m). 7.46 
( 2H, d), J=8.4 Hz), 7.50 (1H, d, 
J=8.1 Hz), 7.70 (2H, d. J=8.4 Hz) 



CDCI3 

1.57(3H.d,J=6.9Hz),2.34(3H,s).3.6 
6(3H.s),3.71(3H.s),3.96(1H).5.26(2 
H.s),6.85-6.92(3H,m),7.56(1 H.d. 
J=8.7Hz).7.75(2H.d.J=8.7Hz).7.84 

(2H,dJ=8.7Hz) 



CDCI3 

1.26(3H,t,J=6.9Hz),3.60(2H).3.69( 
3H.s),3.71(3H,s).3.73(2H.s)4.58(2 
H.s).5.32(2H r s).6.85-6.95(3H.m), 
7.49ClH.d.J=8.4Hz),7.75(2H,d,J=8 
4H 7 V7.95(2H.dJ=8.4Hz) 
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MRCCDC13 or DMSO-d6) 
DCI3 

.92(3H.t J=7.2Hz).1 .25(2H,t J=7. 
Hz).1 .61 (2H).3.69(3H.s).3.7 1 (3H. 
,).3.73(2H,s),4.57(2H,s),5.52(2H |S 
6.85-6.95(2H,m),7.49(1H.d, 
=8.4Hz).7.75(2H,dJ=7.1 Hz),7.95( 
H,d.J=7.lHz) 
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XXXX-8 
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,24(3H.t, J=6,9Hz),1 .58(3H,d, J=8. 
Wz).3.60(2H).3.66(3H.s).3.71(2H l 
; ),4.58(2H,s).5.32(2H,s).6.84-6.92 
3H,m),7.56(1H,d.J=8.4Hz),7.75(2 
H,d.J=8.4Hz).7.96(2H,dJ=8.4Hz) 
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XXXX-9 
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H H 
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Me 


( 


DDC13 

Z.24(3H,s).3.69(3H,s),3.71(3H.s).3. 
73(3H.s)A1 2(2H),4.1 4(2H.s).6.61 ( 
2H.d,J=9.0Hz).7.O3-7.52(4H,m,\ 
7.73(2H,dJ=8.1Hz).7.80(2H.d,J=8. 

1Hz) 


&- 

xxxx- 
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H H 


Me 
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Me 




CDCI3 

1.65(6H.s.).2.35(3H,s).3.60(2H).3. 

63(3H f s).3.70(3H.s).5.26(2H.s).6.8 

2-6.92(3H.m),7.53(1H,d.J=8.4Hz), 

7.64(2H.d.J=8,4Hz),7.83(2H,dJ=8. 

4Hz) 


/3- 

xxxx- 
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H \ 


\ Me 
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Me 




CDC13 

1.58(3H.s).2.26(3H.s).3.65(3H.s).3. 
70(3H,s).3.98<1 H).4.1 0(2H,s).6.99( 
lH 1 s) ) 7.17(1H,dd,J=8.4,J=1.5Hz),7 
.38(1H,d,J=1 .5Hz).7.57(1 H.dJ=8.7 
Hz),7.73(2H.d,J=8.4Hz).7.8t(2H.d, 
J=8.4Hz) 


0- 

xxxx- 

I 1 o 






CH20Et 


S H.H 
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H H 
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Me 
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Me 




CDCI3 

1.23(3H.t,J=6.9Hz).3.58(2H.q.J=7. 
2Hz).3.69(3H.s).3.71(3H t s),3.73(2 
H,s),4.23(2H,s),4.5 1 4(2H,s;,7.03U 
H.s),7.1 9(1 4H,dd, J=8.1 Hz,J=0.9H 
z).7.43(1 H.m).7.50(1 H,d,J=8.1 Hz). 
7.75(2H,d.J=8.4Hz),7.88(2H.d,J=8 
.4Hz) 
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CDCI3 

1.25(3H,tJ=6.9Hz),3.57(2H,q,J=6. 
9Hz),3.69(3H.s),3.71(3H,s).3.73<3 
H.s).4.22(2H,s).4.49(2H.s).7.1 8(1 H 
,dd.J=8.4,J=1.2Hz),7.32(2H,d,J=8. 
4Hz).7.42(1 H,s),7.50(1 H,d.J=8.4H 
z),7.80(2H,d.J=8.4Hz) 
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Me 


H 
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CDCI3 

1 .35(3H,d, J=7.21 Hz),3.69(2H.s,),3. 
72(3H.s).3.73(2H,s),4.24(2H,q.J=6 
.9Hz).4.36(2H,s,),7.02(1 H,s,).7. 1 9( 
1 H.dd, J=8.4, J=1 .5Hz),7.43(1 H.d.J 
=0.9Hz),7.51 (1 H,d, J=8.1 Hz),7.75( 
2H 1 d,J=8.4Hz),7.83(2H.d,J=8.4Hz) 
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110 


3.85(3H.tJ=7.2Hz),1.53(2H),3.42(2H.t.J= 
5.6Hz),3.60(2H,s).3.70(3H.s).4.3 1 (2H,s) A 
53(2H,s),7.09(1 H,dd,J=8.1 ,1 .5Hz).7.23(1 H 
s),7.46(1 H,d,J=8.1 Hz),7.51 (1 H,d,J=1 .5Hz 
) t 7.93(2H,d,J=8.7Hz),7.99(2H,d,J=8.7Hz) 
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133.5 


0.94 (3H, t, J=7.5Hz). 1.57-1.69 (2H. m), 
3.46 (2H, t, J=6.6 Hz). 3.71 (3H, s). 3.76 
(2H, s). 4.22 (2H, s), 4.47 (2H, s), 7.03 
(1H, s). 7.19 (1H. dd, J=8.4, 1.5 Hz). 7.42 
(1H, m), 7.45 <2H, d, J =8.4 Hz). 7.50 (1H, 
d, J=8.4 Hz). 7.69 (2H, d. J=8.4 Hz) 


xxxxx- 
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156- 
157 


1.59(3H.d,J=9.0Hz),2.34(3H.s).3.70(3Rs). 
3.97(1 H).5.26(2H.s),6.86(1 H.dd. J=8.7Hz. 
J=2.1 Hz).6.92(1 H.s).7.56(1 H,d,J=8.7Hz).7 
.74(2H.d,J=8.4Hz),7.83(2H.dJ=8.7Hz) 
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5(2H.s)4.57(2H.sX5.32(2H.s),6.87(lH,dd 
J=8.4Hz, J=2.1 Hz) f 6.93(1 H.d, J=1 .8Hz),6. 
5(1 Hs)7.48(1 H,d, J=8.4Hz),7.75(2H,d.J= 
.4Hz),7.95(2H,dJ=8.4Hz) 


xxxxx- 

7 


F 




3H20nPr 0 


H.H 


H 


H H 


H 


H 


Me 


H 


122- C 
123 i 

c 


).92(3H,t,J=7.2HzXl.63(2HX3.49(3H.t,J= 
).6Hz).3.71(3H.s,),3.75(2H,s).4.57(2H.s).5 
31(2H.s),6.87(2H l dd.J=8.7Hz f J=2.1Hz),6. 
)3(1 H.d, J=1 .8Hz),6.95(1 H,s).7.49(1 H.d.J 
=8.7HzX7.76(2H,dJ=7.lHz).7.96(2H,d,J= 

MHz) 


£- 

xxxxx- 

8 






CH20Et 0 


H,H 


H 


H H 


Me 


H 


Me 


H 


129- 
130 i 


1 ,23(3H.t,J=6.9Hz).l .59(3H.d.J=7.2Hz),3. 
30(2H) 1 3.71(3H,sX3.97(lH)A57(2H.s),5.3 
1(2H,s),6.86(1H,dd,J=8.7Hz,J=2.1HzX6.9 
1 (1 H.d, J=1 .8Hz).6.92(l H,s),7.56(1 H.d, J= 
B.7HzX7.75(2H,d,J=8.4Hz).7.96(2H,dJ=8. 

4Hz) 


xxxxx- 

9 






Me S 


H,H 


H 


H H 


H 


H 


Me 


H 


124- 
125 


2.24(3H.s),3.71(3H.sX3J5(2H f sX4.14(2H. 
sX7.1 8(1 H.dd,J=8.4Hz.J=2.1 Hz),7.40(1 H, 
d, J=1 .5Hz),7.49(1 H.dd, J=8.4Hz.J=2.1 Hz), 
7.72(2H.dJ=8.4Hz).7.79(2H,d.J=8.4Hz) 


0- 

xxxxx- 

10 






Me C 


) H,H 


H 


H r 


i ivie 


Me 


Me 


H 


198- 
199 


1 .67(6H.s,X2.33(3H.sX3.71 (3H,s),5.25(2H, 
sX6.83(lH.dd,J=8.4Hz,J=2.1HzX6.87(1H, 
s).6.91 (1 H.d.J=2.4Hz).7.57(1 H,d,J=6.0Hz) 
,7.74(2H.d.J=8.4Hz).7.83(2H.dJ=8.4Hz) 


0- 
xxxxx- 
11 






Me 5 


> H,H 


H 


H \ 


\ Me 


H 


Me 


H 


135- 
136 


1.58(3H.d.J=7.2HzX2.24(3H.sX3.69C3H.sX 
3.95(2H.s).4.1 3(2H.s),7.00(l H.s).7.1 6(1 H. 
dd,J=8.1 Hz,J=1 .51 Hz),7.38(1 H,d,J=0.9),7 
.57(1H.d,J=8.4Hz),7.73(2H,d,J=8.4HzX7.8 
0(2H.d.J=8.4Hz) 


0- 
xxxxx- 

12 




F 3C XJ 


CH20Et 


3 H.H 


H 


H 1 


^ h 


H 


Me 


H 


101- 
102 


1.25(3H,t,J=6.9Hz),3.57(2H.q,J=7.2HzX3. 
71(3H,sX3.7(2H.sX4.23(2H r s),7.03(1H ) sX7 
.1 8(1 4H.dd, J=8.1 Hz. J=0.9Hz),7.42(1 H.s). 
7.49(1 H,d.J=8.1 Hz).7.73(2H.d,J=8.4HzX7. 
87(2H.d,J=8.4Hz) 


xxxxx- 

13 






CH20Et 


S H.H 


H 


H 


H Me 


H 


Me 


H 


69-70 


1 .25(3H,t,J=6.9HzXl .57(3H.d,J=7.2Hz),3. 
59(2HX3.70(3H.s).3.97(1H),4.23(2H.sX4.5 
0(2H.s>.7.00(1 H.s).7.1 7(1 Rdd.J=8.7Hz,J= 
2.1 HzX7.40(1H.d.J=1 .8Hz).7.57(1 H.d.J=8. 
7HzX7.75(2H,d.J=8.4HzX7.96(2H.dJ=8.4 
Hz) 


jS- 
xxxxx- 

14 






CH20Et 


o uu 


w 
n 


H 


H H 


H 


Me 


H 


85-8* 


i 1 .25(3H.t.J=6.9Hz).3.57(2HX3.71 (3H.s).3. 
57(2H,sX4.22(2H.sX4.48(2H,sX7.03(1H,sX 
7.1 8(1 4H,dd, J=8.1 Hz. J=0.9Hz).7.32(1 H.d. 
7.6Hz),7.42(1 H,d.J=1 .2Hz),7.49(1 H,d, J=7. 
2Hz).7.79(4H,d.J=8.4Hz) 


£- 
xxxxx- 

15 






GH20Et 


S H.H 


H 


H 


H H 


H 


Me 


H 


119- 
120 


1.24(3H,t t J-6.9HzX3.o5(,2HX3.7UkJH,s>,o. 
74(2H.s).4.22(2H lS ) t 4.43(2H.s).7.03(1H t sX 
7.1 8(1 H.dd.J=8.1 Hz.vJ=0.9Hz).7.41 - 
7.51 (4H.m).,7.68(2H.d,J=8.4Hz) 


xxxxx 

16 






CH=NOEt 


S H.H 


H 


H 


H H 


H 


Me 


H 


72-7 


3 1 .35(3H.t.J=6.9Hz).3.72(3H.sX3.76(2H.sX 
4.24(2H).4.36(2H,s),7.03(1 H.s),7.20(1 H.d. 
J=8.4Hz).7.44(1 H,s.).7.50(l H.d.J=8.4Hz), 
7.74(1H,d.J=8.4HzX7.83(4H,d,J=8.4Hz) 
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ffifE# 2004-3122736 



#11 2004-316251 



s<-*J: 205/ 



[S15 8] 




C0 2 FV 



No 


J* 


R1 


R2 


XI F 


*3,R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


&- 
3-6 


0-3 




CH20Et 


S 


H,H 


H 


H 


H 


H 


Me 






0- 
2- 
153 


£-2 




CH20Et 


S 


H,H 


H 


H 


H 


H 


Me 






0- 
2- 
154 


p-2 




Me 


s 


H.H 


H 


H 


H 


H 


Me 




CDCI 3 

1 .1 4-1 .1 8(2Hm).1 .58-1 .62(2H.m).2.26 
(3H.s).3.61 (3H.s).4.1 5(2H.s).7.27(2H,d.J 
=8.7Hz) f 7.36 (2H, d, J=8.7 Hz), 7.73 
(2H, d. J=8.1 Hz). 7.81 (2H, d. J=8.1Hz) 


$- 
2- 
155 


£-2 




r 


S 


H,H 


H 


H 


H 


H 


Me 




CDC! 3 

0.96(3H,t,J=7.5Hz),1 .1 4-1 .1 7(2H.m), 
1 .58-1 .69(4H.m).3.49(2H,t, J=6.6Hz) r 
3.62(3H,s),4.24(2H.s),4.51(2H,s),7.27(2 
H, d.J=8.4Hz),7.36(2H.d.J=8.4 HzX 7.75 
(2H. d, J=8.7 Hz), 7.88 (2H, d. J=8.7 Hz) 


J3- 
2- 
156 


£-2 




CH=NOE 
t 


S 


H.H 


H 


H 


H 


H 


Me 




CDCI 3 

1 .1 5-1 .1 8(2H,nrv,l .dD^on,t, J- / .cxxz/, 
1.57-1. 6 1(2H.m). 3.62 (3H. s). 4.34 (2H. 
q.J=7.2Hz),4.38(2H,s),7.27(2H.d,J=8.4H 
zX7.38(2H,d,J=8.4Hz),7.76(2H,d.J=8.4H 

z).7.82(2H,d,J=8.4Hz), 8.18 (1H f s) 


0- 

2- 
157 






CH=NO 
Me 


S 


H,H 


H 


H 


H 


H 


Me 




CDCI3 

1.14-1 .20(2H,m), 1 .58-1 .6 1 (2H,m),3.62 
(3H,s),3.98(3H.s).4.38(2H.s).7.27(2H,d,J 
=8.1 Hz),7.38(2H.d, J=8.1 Hz).7/76(2H,d,J 
=8.4Hz),7.82(2H.d,J=8.4Hz).8.15 (1H, s) 


J8- 
2- 
158 


0-2 




CH20E1 


. S 


H,H 


H 


H 


H 


H 


Me 


oil 
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^-v: 206/ 



[S15 9] 

R 6 

r3 R 4 R •^^K^COaH 



No 




R1 


R2 


X1 \ 


R3.R4 


R5 


R6 


R7 


R8 


Mp 


NMRCCDC13 or DMSO-d6) 


0- 

3-7 


0-3 




CH20Et 


S 


H,H 


H 


H 


H 


H 


86-88 




0- 
2- 
159 


0-2 




CH20Et 


S 


KH 


H 


H 


H 


H 


83-84 




0- 
2- 
160 


0-2 




Me 


S 


H,H 


H 


H 


H 


H 


136.0- 
137.0 


1 .22-1 .26(2H,m),1 .65-1 .68(2H,m), 2.24 
(3H, s), 4.14 (2H, sX 7.29 (2H t d, J=8.1 
Hz), 7.36 (2H. d, J=8.1 Hz), 7.73 (2H, d. 
J=8.7 Hz), 7.81 (2H. d. J=8.7 Hz) 


0- 
2- 
161 






r 


S 


H,H 


H 


H 


H 


H 


76-77 


0.85 (3H, t,J=7.5 Hz), 1.09-1.13 (2H, 
m), 1.41-1.45(2H,m), 1.47-1.59 (2H, m). 
3.43(2H,t,J=6.6Hz),4.36(2H, s). 4.52C2H, 
s). 7.28 C2H. d. J=8.4 Hz), 7.35 (2H. d, 
J=8.4 Hz), 7.94 (2H. d, J=8.7 Hz), 8.00 
(2H. d, J=8.7 Hz), 12.34 (1H, br s) 


0- 
2- 
162 






CH=NOE 
t 


S 


H,H 


H 


H 


H 


H 


144.5- 
146.0 


1.22-1.25 (2H, m). 1.34 (3H, t, J=7.2 
Hz). 1.64-1.67 (2H, m). 4.ZJ Urt, q, 
J=7.2 Hz), 7.27 (2H, d, J=8.4 Hz), 7.38 
(2H, d, J=8.4 Hz), 7.75 (2H, d, J=8.4 
Hz), 7.81 (2H. d. J=8.4 Hz), 8.17 (1H. s) 


0- 
2- 
163 


0-2 




CH=NO 
Me 


S 


H,H 


H 


H 


H 


H 


142.5- 
144.5 


1.22-1.26 (2H, rn), 1.64-1.67 (2H. m), 
3.97 (3H, s). 4.38 C2H. s), 7.28 (2H, d. 
J=8.4 Hz), 7.38 (2H. d. J=8.4 Hz). 7.76 
(2H, d, J=8.4 Hz), 7.81 (2H, d, J=8.4 
Hz), 8.1 4 (1H. s) 


0- 
2- 
164 


0-2 




CH20Et 


s 


H,H 


H 


H 


H 


H 
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^-v: 207/ 



[gl60] 




CO2R 1 



No 


;£ 


R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


NMR(CDC)3 or DMSO-d6) 


0- 
3-8 


£-3 




Me 


S 


H,H 


H 


H 


H 


H 


Me 




1.95(2H,rr0.2.26(3H.s),2.49(2Rdd,J=1 
3.2Hz. J=2.1 Hz),3.54(2H,td, J=1 0.5Hz,J 
=2.1 Hz),3.66(3H,s).3.92(2H,td,J=1 2.0 
Hz,J=3.6Hz).4.15(2H.s),7.30(2H,d,J=B. 
7Hz),7.39(2H t d,J=9.0Hz).7.74(2H,d,J= 
8.1Hz),7.81(2H,d,J=8.1Hz) 


$- 
3-9 


£-3 




Me 


s 


H.H 


H 


H 


H 


H 


H 




1 .96(2H,td, J=1 1 .6Hz),2.26(3H,s) 1 2.48( 
2H,d,J=1 2.0Hz),3.60(2H,t t J=1 1 .6Hz).3. 
92(2H,dt, J=1 2.0Hz,3.6Hz).4.1 4(2H,s).7 
.23-7.41 (4H,m),7.71 ~ 7.82(4H.m) 



[0 2 9 4] 
[*16 1] 




No 


m 


R1 


R2 


X1 


R3.R4 


R5 


X2 


R9 


R10 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


DD-1 




J? 


Me 


S 


H.H 


H 


CH2 


H 


H 


Me 






DD-2 






Me 


s 


H.H 


CI 




H 


H 


Me 






DD-3 






Me 


s 


H.H 


H 




H 


H 


Me 






DD-4 






Me 


s 


H.H 


H 


CH=CH 


H 


H 


Me 




2.27(3H.s),3.24(2H.d,J=6.9Hz),3.71(3H, 
s).4.1 3(2H,s),6.28(1 H,dt, J=1 5.9Hz. J=6.9 
Hz).6.44(1 H,d,J=1 5.9Hz).7.29(2H.d.J=8. 
7Hz),7.35(2H,d,J=8.4Hz),7.81(2H,d,J=8. 

1Hz) 
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1*16 2] 



No 


** 


R1 


R2 


X1 


R3.R4 


R5 


X2 


R9 


R10 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


DD-5 






Me 


S 


H.H 


H ' 




Me 


H 


Me 




1 A . 1=7 PHrl 9 ?4(3H s) 2 56( 2H 
m),3.25(1 H,m),3.61 (3H.s).4.1 1 <2H,s),7.1 
5(2H,d,J=8.1Hz),7.34(2H,d,J=8.4Hz),7.7 
3(2H,d,J=8.4Hz),7.81(2H,d,J=8.4Hz) 


DD-6 






CH20Et 


S 


H,H 


H 




Me 


H 


Me 




1 .26(3H,t,J=7.2Hz),1 .48(3H,d.J=7.5Hz). 

s).4.52(2H t m).7.24(2H l d.J=8.4Hz),7.38(2 
H,d,J=8.4Hz),7.75(2H,d,J=8.4Hz) r 7.88(2 
H,d,J=7.8Hz) 


DD-7 






CH20Et 


S 


H.H 


H 




H 


H 


Me 




1 Ofi/'JU A \~~t OL-l-A O CQ/OUI M 1— "7 OU^ 

1 .ZD\«$n,u, J— /.icnz^.o.oy^ri.q.j— /.znzA 

3.59(2H,s).3.68(3H.s),4.23(2H,s).4.52(2 

H.s).7.2l(2H.d.J=8.4Hz).7.38(2H.d,J=8. 

4Hz),7.75(2H,d,J=8.1Hz).7.87(2H.d,J=8. 

4Hz) 


DD-8 






Me 


s 


H.H 


H 


o^ Me 


H 


H 


Me 




1 .91 (3H,s).2.31 (3H,s)3.73(3H.s).4.1 7(2H 
,s),4.34<2H t s),7.28(2H,d,J=8.4Hz),7.42(2 
H,dJ=8.4Hz),7.47(2H.d,J=8.4Hz),7.89(2 
H,d,J=8.4Hz) 


DD-9 






Me 


s 


H.H 


H 


o 


H 


H 


Me 




2.28(3H.sX3.10(3H,s).3.77(3H,s).4.15(2 
H,s),4.43(2H,s),7.39- 
7.42(4H.m 1 ).7.74(2H.dJ=8.4Hz),7.82(2H t 
d,J=8.4Hz) 


DD- 
10 






Me 


s 


H,H 


H 


NH 


H 


H 


Me 




1 2.29(3H.s).3.61(3H.s).3.89(1 H.s).3.91 (1 
H.s)4.03(2H.s).6,49(2H.d,J=8.4Hz).7J3( 
2H,d,J=8.4Hz).7.89-7.96(4H.m) 


DD- 
11 




• 3 


Me 


s 


H.H 


H 


Me 


H 


H 


Me 




2.20(3H.s).3.06(3H.s),3.7lC3H.s).3.98(2 
H.s) f 4.06(2H.s),6.61(2H,d,J=9.0Hz).7.29 
(2H,d,J=9.0Hz),7.74(2H,dJ=8JHz),7.83( 
2H,d.J=8.1Hz) 


DD- 
12 




» 3^ 


Me 


o 


H.H 


H 


Me 

\ 


H 


H 


Me 






DD- 
13 






Me 


o 


H.H 


H 


O 

II 


H 


H 


Me 






DD~ 
14 






Me 


0 


H.H 


H 


V 

\ ^ 


H 


H 


Me 
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[S163] 

, R3 / R Y"ir x V c 



No 




R1 


R2 


X1 


R3.R4 


R5 


X2 


R9 


R10 


Mp 


NMR(CDC13 or DMSO-d6) 


nnn 

-1 




F 3 C^ 


Me 


S 


H,H 


H 


CH2 


H 


H 


157- 
158.5 




DDD 
-2 






Me 


s 


H,H 


CI 




H 


H 


163- 
164 




DDD 

-3 






Me 


S 


H,H 


H 




H 


H 


141- 
143 




DDD 

-4 






Me 


S 


H,H 


H 


CH=CH 


H 


H 


147- 
148 


2.27(3H,s),3.29(2H.d,J=6.9Hz),4.14(2H, 
s),6.27(1 H.dt, J=1 6.2Hz,J=6.6Hz).6.46(1 
H,d,J=16.2Hz) ( 7.30(2H,d,J=8.4Hz),7.35( 
2H,d.J=8.1 Hz).7.73(2H.d,J=8.4Hz).7.81 ( 
2H,d,J=8.1Hz) 


DDD 

-5 




FC xx 


Me 


S 


H T H 


H 




Me 


H 


105- 
109 


1 .48(3H.d.J=7.2Hz).2.24(3H,s),3.70(1 H, 
q,J=7.2Hz),4.13(2H,s),7.25(2H f d.J=8.4H 
z),7.37(2H,d,J=8.4Hz),7.73(2H,d,J=8.4H 
z),7.80(2H,d,J=8.4Hz) 


DDD 

—A 
D 






CH20Et 


s 


H,H 


H 




Me 


H 


98-100 


1 .26(3H,t, J=6.9Hz),1 .50(2H,d,J=7.2Hz). 
3.58(2H,q,J=6.9Hz.),3.73(lH,q,J=7.2Hz) 
,4.23(2H,s),4.51(2H,s),7.26(2H.d,J=8.4H 
z).7.39(2H.d,J=8.4Hz),7.75(2H,d.J=8.4H 
z),7.87(2H,d,J=8.4Hz) 


DDD 

-7 




F^ 


CH20Et 


s 


u u 
n,H 


u 
n 




n 


n 


118- 
119 


1.25(3H,t,J=7.2Hz),3.58(2H.q,J=7.2Hz). 
3.59(2H,s.) ( 4.22(2H,s),4.51(2H,s).7.20(2 
H.d.J=8.1 Hz).7-37(2H.d.J=8.1 Hz),7.74(2 
H,d,J=8.1 Hz),7.85(2H.d,J=8.1 Hz) 


DDD 

-8 






Me 


s 


H,H 


H 


hi 

v N v 


H 


H 


171- 
172 


1 .80(3H,s).2.26(3H,s),4.21(2H,s),4.39(2 
H,s),7.33(2H.dJ=8.4Hz),7.48(2H,d,J=8.4 
Hz) t 7.9 1 (2H,d,J=8.4Hz) T 7.93(2H,d, J=8.4 
Hz) 


DDD 

-9 




F 3 C^ r 


Me 


s 


H,H 


H 


o%- Me 
\ V 


H 


H 


174- 
175 


2.25<3H,s),3.07(3H,s),3.35(2H f s),4.39(2 
H,s).7.40(2H,d,J=B.4Hz),7.46(2H,d,J=8. 
4Hz,) t 7.91(2H,d,J=8.4Hz),7.95(2H,d,J=8 
.4Hz) 


DDD 

-10 




F 3 cXX 


Me 


s 


H.H 


H 


NH 


H 


H 


158- 
159 


2.19(3H,s),3.78(2H,s),4.03(2H,s),6.49(2 
H,d,J=8.7Hz).7.1 3(2H.d,J=8.7Hz).7.91 (2 
H.d,J=8.4Hz) t 7.95(2H,d.J=8.4Hz) 


DDD 
-11 




F.XT 


Me 


s 


H,H 


H 


Me 


H 


H 


106- 
107 


2.19(3H,s),2.95(3H,s)„4.07(2H.s),4.O9(2 
H.s),659(2H t d,J=8.7Hz),7.21(2H f d.J=8J 
Hz),7.91(2H,dJ=8.7Hz),7.95(2H,d,J=8.1 
Hz) 
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ffi|E# 2004-3122736 



#112 0 0 4 - 3 1 6 2 5 1 ^-v : 211/ 

^'r.UPPAR. (hPPARJ) joitKa (^PAR.) ^^» 
r « (*: aa 139~C«; « : aa 167~C«i) iiHuman Universal Qmck-C °ne cDNA 

CLONTECHtt) **V-CPCR*«M>#fc. ^^ cD ^^^m 
W0«**- (Invitrogentt) i:t7^n-^^"Ut, y - ^i^*trV^*E9"J 
/~ iyim«cDNA75^>U^t:pBIND^^- (Promeg 

^ ^ ^ — (Promegatt) £ ffiffl L 0 

ffl i#r*£s m^^7**fay:cHOi»tio %FBS- « mem* -c** L fc o 9 

x^5 2 0 0 0 011. *itr±B0#«CT»^tLfc2O079J^*l^^ 
fc 0 -ettW2 5 n g >f ^>?^3 > fcttv*FuGene«* (Rochett) 

x7-miS^;*y->LT2. 0 (fir^tt) ^17x;H/J100^1 
^-r**^±oT>US,7x9-1?«tt*«5feUfc- ALUMINOUS CT- 
9 0 0 0 D (DIA-IATRONtt) fcfflv^fco 

ft* * ^ 5 * ;v T B t* b > CO P P A R 5 fifttfltftfl fc*»*4EC B o***ffi 

PP A R ! Uv^ttH»ft^*©»S 1 ± 1 0 ^HC*v»-C, DMSOtttffi 
[0 3 0 6] 



2004-3122736 



#SI 2004-316251 



y^-V : 212/ 



lil6 7] 



|no. 


EC 50 (nM) 
hPPAE«5 




37 


Of-7-3-1 


y.o 


£-1-3 


9.9 


£-1-15 


l.O 


iS -1-8 


11 


£-4-1 


16 


£-5-1 


14 



[0 3 0 7] 
[tl6 8] 



No. 


hPPARa 


1/iM 


IOjl/M 


£-1-32 


22.9 


44.5 


£-1-33 


18.4 


40.7 



[0 3 0 8] 

CYP2C9iW«» nff^oV-A^T, CYP2C9«» 

3 0fl-;KJ6» 3 7t;iaiK> 0. 2 5mg/mL (fch*f**ny ^ 15 
poK Lot. 210296. e n o T e c h}±) o 

JS£I Buffer (pH7 4) *fcgfi (Uff^nv-A) . *tt»*U ***± 

j: ^-r *»tti u ***** V* i q o To 

u * I - i 4 ~ 2 o nm = ***** B A S 2 



^Lfe^^S^^^* 3 ^^-* U00%) ******* 
[0 3 11] 
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#11 20 0 4- 316251 



^-v : 213/E 



[311 6 9] 



No. 


EC 50 (nM) 
HPPARS 


8 # ?S 14 

(%) 

CYP2C9 




37 


28 


£ -2-38 


35 


47 



ffiSE# 2004-3122736 



#£ 2004-316251 



mm 

°[«*fc¥iS:] ^ (I) : 

mi] 



&«K X'tt-O-, -S-, — N R 11 — (C^R 11 tt*!: fctifijRT^*^) . 
-CR 12 R 13 CO-. - (CR 12 R 13 ) mO-i/:li-0 (CR 12 R 13 ) m- (iCLTR 

12 & ir/R^ti^^aiLT^t^tii&^T^^^-c*^^ mi± l ~ 3 <DW$k) ^-c* 

19s X 2 5iip.*£^ -0-, -S-. — N R 14 — (^^^R 14 i±7X«f /ii±»T;V^r;V 
^s, R 14 (iR 6 tSCittSJIi 1 t-llC^otf ^flLT Uv^) l/:li-CR 15 
R 16 — (ZZX~R 15 &£TfR 16 li&*^LXfcmttzl±&mT)\'*)VX*$>*), R 15 iiR 
6 t7ti±R 10 t*Cg!tl)MWh-«(:^oti^MLtl) J: < . R 16 i±R 9 t- 
f(:^ot|§^^MLtUv>) T?*!3, X 3 iiCOOR 17 l/:BC (=N R 17 ) NR 1 
8 OR 19 ft^^) 




CO 



2004-3122736 



l/E 



2004-316251 



m M A 



[000001926] 
1 . g£H^J3 0 1 9 9 0^ 8^230 

ft ^ *KJff:fcKTij*:*E£#Wr3Ti 1#8^- 



tb«E#^- &fIE# 2 0 0 4 - 3 1 2 2 7 3 6 



